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Arndt. dated October 25, 2006 

Reply to Office Action of, May 25, 2006 

This listing of claims will replace alt prior versions, and listings, of claims in the 
application: 

Listing of Claims: 



1, (Currently Amended) A compound of Formula 1: 

A - D - B (I) 
or a pharmaceutical ly acceptable salt thereof, wherein 

D is -NH-C(0)-NH- t 
A is a substituted moiety of the formula: 

wherein L is phenyl, optionally substituted by halogen, up to per-halo, and Wn, where n is 0~ 

3; 

wherein each W is independently selected from the group consisting of C r C 5 linear or 
branched alky I, C r C 5 linear or branched haloalkyl up to perhaioalkyl and Ct-C 3 alkoxy V Is selected 
from pyridinyl substituted by -C(0)R x , and 

optionally substituted with 1 -3 additional substituents independently selected from the group 
consisting of R 7 and halogen; 

wherein R x is NR a R b and R a and R b are 
A) independently 

a) hydrogen, 

b) C|-C l0 alkyU 

c) C 6 aryl, 

d) pyridinyl 

e) substituted C M0 alkyl, 
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0 


substituted C 6 ary!, 


g) 


substituted pyridinyl 


h) 


-pbenylpiperazine(pyridinyl), 


i) 


-phenylmorpholinyt, 


j) 


-ethylmorpholinyl, 


k) 


-ethylpiperidyl, 


1) 


-methyl pyrrolidinyl, 


m) 


-methyl tetrahydrofuryl, 



n) -C 2 H 4 NH(phenyl); 

where when PU and R b are a substituted group, they are substituted by 



g) -OSi(Pr-i) 3 . or 

B) R a and R b together form piperazine or a substituted piperazine with substituents selected 
from the group consisting of 



or 



a) 
b) 
c) 
d) 
e) 
0 



halogen up to per halo, 

hydroxy, 

-N(CH 3 ) 2) 

C,-CioaIkyl, 

Cj-Cio alkoxy, 

halosubstituted C|. 6 alkyl, or 



a) 
b) 
c) 
d) 
e) 



halogen, 
hydroxy, 
C t .io aikyi, 
pyridinyl 



Cioo alkoxy, 
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0 Qary), 

h) g) halo substituted C 6 aryt, and 
4} h) N-(4-acetyl phenyl); 

M is selected from the group consisting of oxygen and sulfur; 

and 

B is 

phenyl, substituted with 1-3 substituents independently selected from the group consisting of 
halogen and R 7 , 
and R 7 is 

(a) C rCfc linear or branched alkyl, optionally substituted with 1-3 halogen substituents; or 

(b) C r C 6 linear or branched alkoxy. 

2. (Canceled) 

3. (Previously Presented) A compound as in claim 1 wherein M is oxygen . 

4. (Previously Presented) A compound as in claim I wherein the cyclic structures of B and L 
bound directly to D are substituted in the ortho position by hydrogen, 

5. (Canceled) 

6. (Currently Amended) A compound of claim 1 wherein B of Formula I is phenyl, 
substituted with 1-3 substituents independently selected from the group consisting of halogen 
chlorine, Ci-C$ alkoxy or up to per halo substituted C|-C 6 alkyl. 

7. (Currently Amended) A compound of claim 3 wherein B of Formula I is 
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phenyl, substituted with 1 -3 substituents independently selected from the group consisting of halogen 
chlorine , C i -C 6 alkoxy, or substituted C t ~C 6 al ky1 ? substituted by one or more halogen substituents. 

8, (Currently Amended) A compound of claim 4 wherein B of Formula I is phenyl, 
substituted 1 to 3 times by 1 or more substituents selected from the group consisting of ha4eget* 
chlorine, C r C 6 alkoxy or up to per halo substituted C r C 6 alkyL 

9, (Previously Presented) A compound of claim 1 , wherein L is phenyl, optionally substituted 
by halogen up to perhaio, 

1 0, (Previously Presented) A compound of claim 1 , wherein L is phenyl, optionally substituted 
with 1-3 substituents independently selected from the group consisting of halogen and Ct-C 3 alkoxy. 

II* (Canceled) 

12* (Canceled) 

13. (Canceled) 

14. (Canceled) 

15. (Canceled) 

16. (Canceled) 

17, (Canceled) 

18, (Previously Presented) A compound of claim 4, wherein M is -O- . 

19, (Previously Presented) A compound of claim 8 wherein M is -O-. 

20, (Previously Presented) A compound of claim 9 wherein M is -O-. 
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21. (Previously Presented) A compound of claim 10 wherein M is -O- . 

22, (Previously Presented) A compound of claim 1 wherein L l is additionally substituted 1 to 3 
times by one or moresubstituents selected from the group consisting of C]-C 6 alkyl, halogen andC r 
C6 alkoxy. 

23. (Previously Presented) A compound of claim 3 wherein V is additionally substituted 1 to 3 
times by one or moresubstituents selected from the group consisting of Cj-C 6 alkyl, halogen and C|- 
C 6 alkoxy. 

24, (Previously Presented) A compound of claim 18 wherein L l is additionally substituted 1 to 
3 times by one or more substituents selected from the group consisting of CVC 6 alkyl, halogen and 
C r C 6 alkoxy. 

25. (Previously Presented) A compound of claim 1 9 wherein L 1 is additionally substituted I to 
3 times by one or more substituents selected from the group consisting of Cj-Ce alkyl, halogen and 
CrC 6 alkoxy. 

26, (Previously Presented) A compound of claim 20 wherein L 1 is additionally substituted i to 
3 times by one or more substituents selected from the group consisting of Cj-Ce alkyl, halogen and 
Ci-C 6 alkoxy, 

27> (Previously Presented) A compound of claim 21 wherein L* is additionally substituted I to 
3 times by one or more substituents selected from the group consisting of C)-C<5 aikyl, halogen and 
C r C<3 alkoxy. 
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28. (Canceled) 
29* (Canceled) 

30. (Canceled) 

31. (Canceled) 

32. (Canceled) 

33. (Previously Presented) A compound of claim 3 wherein R a and R b are independently 
hydrogen or C r C 6 alkyl. 

34. (Previously Presented) A compound of claim 18 wherein R a and Rb are independently 
hydrogen or C r C$ alkyl. 

35. (Previously Presented) A compound of claim 19 wherein and Rb are independently 
hydrogen or C]-Ce alkyl 

36. (Previously Presented) A compound of claim 20 wherein R a and Rb are independently 
hydrogen or CrC$ alkyl. 

37. (Previously Presented) A compound of claim 21 wherein R a and R b are independently 
hydrogen or CrC 6 alkyl. 
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38, (Previously Presented) A compound of Formula I: 

A - D - B (I) 

or a pharmaceutical ly acceptable salt thereof, wherein 

D is -NH-C(0>-NH-, 

A is of the formula: -L-M-L 1 , wherein 
L is phenyl, optionally substituted with 1-3 substituents independently selected from the group 
consisting of C r C 5 linear or branched alkyl, C|-C 5 linear or branched haloalkyl up to perhaSo, C1-C3 
alkoxy and halogen; 

L 1 is pyridinyl, substituted by ~C(0)R x ; 

wherein R x is NR a R b and R a and R b are independently 
hydrogen, 
C r C 10 alkyK 
C 6 aryl, 

pyridinyl, substituted C M o alkyl, 
substituted aryl, or 
substituted pyridinyi, 

where R a and R b are a substituted group, they are substituted by halogen up to per halo; and 
M is selected from the group consisting of oxygen and sulfur 

and 

B is phenyl, substituted with 1-3 substituents independently selected from the group 
consisting of R 7 and halogen; 
and R 7 is 

(a) C r C 6 linear or branched alkyl, optionally substituted with 1-3 halogen substituents; or 



(b) Ci-C 6 linear or branched alkoxy, 
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39- (Previously Presented) A compound of Formula 1: 

A - D - B (I) 
or a pharmaceutical^ acceptable salt thereof, wherein 
D is -NH»C(0)-NH-, 
A is of the formula: -L-M-L 1 , 
L is phenyl, 
M is ~0- 5 

L 1 is pyridinyl substituted by »C(0)R* , 
wherein R* isNR a R b and R a and R b are independently 
hydrogen, 
C^Cioalkyl, 
Qaryi, 
pyridinyl, 

substituted Cmo alkyt, 
substituted C 6 aryl, or 
substituted pyridinyl 

where R a and R b are a substituted group, they are substituted by halogen up to per halo, 
and 

B is a phenyl group substituted by trifluoromethyl or tert-butyl, and optionally additional 
substituents selected from the group consisting of halogen up to per halo, and W n where n is 0-3, and 
each W is independently selected from the group consisting of 

C r C, 0 alkyl 5 

Q-Cio alkoxy, 

C 6 aryi, 

pyridinyl , 



9 



BAYER -00 IS-A 



§Appl.No. 09/889,227 

Amdt. dated October 25 s 2006 

Reply to Office Action of, May 25, 2006 

and substituted Cj-Qo alky], substituted by one or more substituents independently selected 
from the group consisting of halogen up to per halo. 

40. (Previously Presented) A compound as in claim 38 wherein the cyclic structures of B and L 
bound directly to D are substituted in the ortho position by hydrogen, 

41. (Canceled) 

42. (Previously Presented) A compound as in claim 39 wherein the cyclic structures of B and L 
bound directly to D are substituted in the ortho position by hydrogen. 

43. (Canceled) 

44. (Previously Presented) A compound as in claim 38 wherein substituents for B ? are selected 
from the group consisting of up to per halo substituted Ci-C 6 alky I and halogen, 

45. (Previously Presented) A compound as in claim 39 wherein the optional substituents for B 
are selected from the group consisting of up to per halo substituted C r C 6 alkyl and halogen. 

46. (Canceled) 

47. (Canceled) 

48. (Canceled) 

49. (Canceled) 

50. (Previously Presented) A pharmaceutical^ acceptable salt of a compound of formula 1 of 
claim I which is 
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a) a basic salt of an organic acid or inorganic acid which is hydrochloric acid, 
hydrobromic acid, sulfuric acid, phosphoric acid, methanesulfonic acid, trifluoromethanesulfonic 
acid, benzenesulfonic acid, p-toluene sulfonic acid (tosylate salt), 1-napthaiene sulfonic acid, 2- 
napthalene sulfonic acid, acetic acid, trifluoroacetic acid, malic acid, tartaric acid, citric acid, lactic 
acid ? oxalic acid, succinic acid, fumaric acid, maleic acid, benzoic acid, salicylic acid, phenylacetic 
acid, or mandelic acid; or 

b) an acid salt of an organic or inorganic base containing an aikali metal cation, an 
alkaline earth rnetat cation, an ammonium cation, an aliphatic substituted ammonium cation or an 
aromatic substituted ammonium cation. 

51. (Cancelled) 

52. (Canceled) 

53. (Previously Presented) A pharmaceutically acceptable salt of a compound of claim 38 
which is 

a) a basic salt of an organic acid or inorganic acid which is hydrochloric acid, 
hydrobromic acid, sulfuric acid, phosphoric acid, methanesulfonic acid, trifluoromethanesulfonic 
acid, benzenesulfonic acid, p-toluene sulfonic acid (tosylate salt), 1-napthaiene sulfonic acid, 2- 
napthalene sulfonic acid, acetic acid, trifluoroacetic acid, malic acid, tartaric acid, citric acid, lactic 
acid, oxalic acid, succinic acid, fumaric acid, maleic acid, benzoic acid, salicylic acid, phenylacetic 
acid, or mandelic acid; or 

b) an acid salt of an organic or inorganic base containing an alkali metal cation, an 
alkaline earth metal cation, an ammonium cation, an aliphatic substituted ammonium cation or an 
aromatic substituted ammonium cation, 
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54* (Previously Presented) A pharmaceutical ly acceptable salt of a compound of claim 39 
which is 

a) a basic salt of an organic acid or inorganic acid which is hydrochloric acid, 
hydrobromic acid, sulfuric acid, phosphoric acid, methanesuifonic acid, trifluoromethanesuifonic 
acid, benzenesulfonic acid, p-toluene sulfonic acid (tosySate salt), 1-napthalene sulfonic acid, 2- 
napthalene sulfonic acid, acetic acid, trifluoroacetic acid ? malic acid, tartaric acid, citric acid, lactic 
acid, oxalic acid, succinic acid, fumaric acid, maleic acid, benzoic acid, salicylic acid, phenylacetic 
acid, or mandelic acid; or 

b) an acid salt of an organic or inorganic base containing an alkali metal cation, an 
alkaline earth metal cation, an ammonium cation, an aliphatic substituted ammonium cation or an 
aromatic substituted ammonium cation. 

55. (Previously Presented) A pharmaceutical composition comprising a compound of claim I 
or a pharmaceuticaliy acceptable salt of a compound of formula 1, and a physiologically acceptable 
carrier. 

56. (Canceled) 

57. (Canceled) 

58. (Previously Presented) A pharmaceutical composition comprising a compound of formula I 
of claim 38 or a pharmaceuticaliy acceptable salt thereof, and a physiologically acceptable carrier. 

59. (Previously Presented) A pharmaceutical composition comprising a compound of formula 1 
of claim 39 or a pharmaceuticaliy acceptable salt thereof, and a physiologically acceptable carrier. 



60. (Canceled) 
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61. (Cancelled) 

62. (Currently Amended) A method for inhibiting the enzyme raf kinase in a human or animal, 
comprising administering a pharmaceutical ly a cceptable amount of a compound of Formula I of 
claim 1 to said mammal, 

63. (Canceicd) 

64. (Currently Amended) A method for inhibiting the enzyme raf kinase in a human or animal, 
comprising administering a pharmaceutical^ acceptable amount of a compound of Formula I of 
claim 38 to said mammal 

65. (Currently Amended) A method for inhibiting the enzyme raf kinase in a human or animal, 
comprising administering a pharmaceutical ly acceptable amount of a compound of Formula ! of 
claim 39 to said mammal. 

66. (Canceled) 

67. (Canceicd) 

68. (Previously Presented) A compound of claim 1 wherein the optional substituents on L 1 
are selected from the group consisting of methyl, triflouromethyl, methoxy, CI and F. 

69. (Previously Presented) A compound of claim 1 wherein the substituents of B and tare 
independently selected from the group consisting of methyl, triflouromethyl, tert-butyl, methoxy, CI, 
and F. 
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70, (Currently Amended) A pharmaceutical composition for the treatro wt^f a-GaRe e r e w s 

egU-g r e wth comprising a compound of formula i of claim 1 or a pharmaceutical^ acceptable salt of a 
compound of formula I and a physiologically acceptable carrier. 

7 3, * (Previously Presented) A compound of Formula I: 

A - D - B (1) 
or a pharmaceutically acceptable salt thereof, wherein 
D is -NH-C(0>NH-, 

A is a substituted moiety of the formula: -L-M-L 1 , 
wherein L is phenyl, optionally substituted with substituents independently selected from the group 
consisting of halogen, C r C 5 alkyl, C r C 5 alkyl substituted by halogen and C r C 5 alkoxy; 
L 1 is pyridinyt, substituted with -C(0)NR a R b and optionally substituted with oneortwo substitiients 
selected from the group consisting of R 7 , OR 7 and halogen, wherein R 7 is hydrogen, C1-C5 alkyl or 
C1-C5 alkyl substituted by halogen, 

wherein R n and R b independently are 

a) hydrogen or 

b) C r Cs alkyl; 

B is phenyl, substituted by tert-butyl or trtfluoromethyl and optionally substituted with 
additional substituents independently selected from the group consisting of 

a) halogen, 

b) C1-C5 alkyl substituted by halogen or 

c) C1-C4 alkoxy. 
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72. (Currently Amended) A pharmaceutical composition fer-^te-treatffl ent of a canc&Fouscell 
grewt-h as in claim 34- 70 wherein the pharmaceutical^ acceptable salt is 

a) a basic salt of an organic acid or an inorganic acid which is hydrochloric acid, 
hydro bromic acid, sulfuric acid, phosphoric acid, methanesulfonic acid, trifluoromethanesulfonic 
acid, benzenesulfonic acid, p»toluene sulfonic acid (tosyiate salt), 1-napthalene sulfonic acid, 
2-napthalene sulfonic acid, acetic acid, trifluoroacetic acid, malic acid, tartaric acid, citric acid, lactic 
acid, oxalic acid, succinic acid, fumaric acid, maleic acid, benzoic acid, salicylic acid, phenylacetic 
acid, or mandeiic acid; or 

b) an acid salt of an organic or inorganic base containing an alkali metal cation, an 
alkaline earth metal cation, an ammonium cation, an aliphatic substituted ammonium cation or an 
aromatic substituted ammonium cation. 



73. (Canceled) 

74. (Canceled) 

75. (Canceled) 

76. (Canceled) 

77. (Canceled) 

78. (Canceled) 

79. (Canceled) 

80. (Canceled) 

81. (Canceled) 

82. (Canceled) 

83. (Canceled) 

84. (Canceled) 

85. (Canceled) 
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86. (Canceled) 

87. (Canceled) 

88. (Canceled) 

89. (Cancelled) 
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This listing of claims will replace all prior versions, and listings, of claims in the application: 

Listing of Claims : 

I . (Original) A compound of formula (la) 



Q 



Hal 




(la) 



wherein, 

Y is NHR, 

Hal is chlorine or bromine, 

R is H s CH 3 or CH 2 OH, and 

X 1 to X 7 are each, independently, H, OH or ~OC(0)C r C 4 alkyl, 

or a salt or purified stereoisomer thereof, 

with the proviso that at least one of X 1 to X 7 is OH or ~OC(0)C r C 4 alky I. 

2. (Original) A compound of claim 1 wherein X 1 is OH or -OC(0)Gi-C 4 alkyl, 

3. (Original) A compound of claim 1 wherein X 2 is OH or -OC(0)CrC 4 alkyl, 

4. (Original) A compound of claim 1 wherein X 3 is OH or -OC(0)Ci»C 4 alkyl. 

5. (Original) A compound of claim 1 wherein X 4 is OH or -OC(0)Ci-C 4 alkyL 

6. (Original) A compound of claim 1 wherein X 5 is OH or -OC(0)Ci~C 4 alkyl. 



BAYER-0O1S-PO4 



Reply to Office Action of 12/23/2005 



Serial No, 10/071,248 



7. (Original) A compound of claim 1 wherein X 6 is OH or -OC(0)CrC* alkyl 
3. (Original) A compound of claim 1 wherein X 7 is OH or -OC(0)Ci~C 4 alkyl, 

9, (Original) A compound of claim 1 wherein Hal is chlorine. 

10. (Original) A compound of claim 1 which is 4-{4-[{{[4<-chloro™3- 
(trifluoromethyl) phenyI]amino}carbonyl)amino]2-(hydroxy)phenoxy}-2'pyridine 
carboxamide, 

LI, (Original) A compound of claim 1 which is 4~{4«[({[4~ch!oro-3- 
(trifluoromethyl) phenyl]amino}carbonyl)amino]3-(hydroxy)phenoxy}-2-pyridine 
carboxamide, 

12. (Original) A compound of claim 1 which is 4-{4-[({[4-chloro-3~ 
(trifluoromethyl) phenyl]amino}carbonyt)arnino]5-(hydroxy)phenoxy}-2-pyridine 
carboxamide, 

13. (Original) A compound of claim 1 which is 4-{4-[({[4-chloro-3- 
(trifluoromethyl) phenyl]arnjno}carbonyl)amino]6-(hydroxy)phenoxy}-2-pyridine 
carboxamide, 

14. (Original) A compound of formula (lb) 
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wherein, 



Y is NHR, 

Hal is chlorine or bromine, 

R is H, CH 3 or CH 2 OH, and 

X 4 to X 7 are each, independently, H, OH or -OC(0)C r C 4 alkyl, 



or a salt or purified stereoisomer thereof, 

with the proviso that at least one of X 4 to X 7 is OH or ~0C(O)C r C 4 alkyl. 
15. (Currently Amended) A compound of formula (Ic) 




wherein, 

Hal is chlorine or bromine, and 

X 1 to X 7 are each, independently, H, OH or -OC(0)d-C 4 alkyl, 
or a salt or purified stereoisomer thereof^ 

with the proviso that at least one of X 3 to X 7 is OH or -OC(Q)C^C 4 ajkyj. 

16. (Cancelled) 

17. (Cancelled) 

18. (Cancelled) 

19. (Cancelled) 
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20. (Cancelled) 

21. (Cancelled) 

22. (Previously Presented) A method of treating osteoporosis and inflammation, 
in a mammal by administering an effective amount of a compound of claim 1 
to said mammal. 

23. (Cancelled) 

23. (Cancelled) 

24. (Cancelled) 

25. (Cancelled) 
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This listing of claims will replace all prior versions, and listings, of claims in the application: 
Listing Of Claims : 

1. (Currently Amended) A compound of Formula I: 
A - D - B (I) 
or a pharrnaceutically acceptable salt thereof, wherein 
D is -rffl-C(0)-NH-, 

A is a substituted moiety of up to 40 carbon atoms of the formula: -L-(M-L l ) q , 
where L is a 6 membered cyclic structure, which is substituted phenyl or unsubstituted 
phenyl, bound directly to D> L } comprises a substituted cyclic moiety having at least 5 
members which is phenyl or pyridinyl, 

M is a bridging group which comprises compris e- -O-, -S-, or -NR 7 - N(R y j-r 
wherein R 7 is hydrogen, q is an integer of from 1-3; and 

B is a substituted or unsubstituted, up to tricyclic aryl or heteroaryl moiety of up to 
30 carbon atoms with at least one 6-member cyclic structure bound directly to D which is 
phenyl or pyridinyl, 

wherein L l is substituted by -C(0)R x , 

R z is hydrogen or a carbon based moiety of up to 30 carbon atoms optionally 
containing heteroatoms selected from N, S and O, which is Cmo alkyl, Cmo alkoxy, €3.10 
cycloalkyl having 0-3 heteroatoms, C 2 -io alkenyl, Cmo alkenoyl, Ce-i2 aryl, C3 -C12 hetaryl 
having 1-3 heteroatoms selected from, 3, N and O, C7-24 alkaryl, C 7 „ 2 4 or aralkyl, and 
optionally substituted by halogen, hydroxy and carbon based substituents of up to 24 carbon 
atoms, which optionally contain heteroatoms selected from N, S and O, which are Cmo alkyl, 
C3.12 cycloalkyl having 0-3 heteroatoms selected from O, S and N, C3-i2 hetaryl having 1-3 
heteroatoms selected from N, S and O, C M o alkoxy, Q5-12 aryl, Cue halo substituted alkyl up 
to per halo alkyl, C 6 -C] 2 halo substituted aryl up to per halo aryl, C3-C12 halo substituted 
cycloalkyl up to per halo cycloalkyl having 0-3 heteroatoms selected from N, S and O, halo 
substituted C3-C12 hetaryl up to per halo hetaryl having 1-3 heteroatoms selected from O, N 
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and S, halo substituted C 7 -C 24 aralkyl up to per halo aralkyl, haio substituted C7-C24 alkaryl 
up to per halo alkaryl, or -C(0)R g ; 

R x is R 2 or NR a R b where R a and R b are 

a) independently hydrogen, 

a carbon based moiety of up to 30 carbon atoms optionally containing 
heteroatoms selected from N, S and O, which is Q-do alkyl, d-Cio alkoxy, Cmo cycloalkyl, 
C2-10 alkenyl, Cmo alkenoyl, C 6 -i2 aryl, C3-12 hetaryl having 1-3 heteroatoms selected from O, 
N and S, C 3 . l2 cycloalkyl having 0-3 heteroatoms selected from N» S and O, C7-24 aralkyl, or 
C7-C24 alkaryl, and is optionally substituted by halogen, hydroxy and carbon based 
substituents of up to 24 carbon atoms, which optionally contain heteroatoms selected from N, 
S and O, which are Cmo alk y l > c 3-^2 cycloalkyl having 0-3 heteroatoms selected from O, S 
and N, C3.12 hetaryl having 1-3 heteroatoms selected from N, S and O, Cmo alkoxy, Cg-i2 
aryl, Cue halo substituted alkyl up to per haio alkyl, C 6 -Q 2 halo substituted aryl up to per 
halo aryl, C3-C12 halo substituted cycloalkyl having 0-3 heteroatoms selected from N, S and 
O, up to per halo cycloalkyl, halo substituted C 3 -C]2 hetaryl up to per halo hetaryl, halo 
substituted C 7 ~C 2 4 aralkyl up to per halo aralkyl, halo substituted C7-C24 alkaryl up to per halo 
alkaryl, or -C(0)R g and are optionally substituted by halogen, or 

-OSi(Rf>3 where Rf is hydrogen or a carbon based moiety of up to 24 carbon 
atoms optionally containing heteroatoms selected from N, S and O, which is Cmo alkyl, Cmo 
alkoxy, C3~Cio cycloalkyl having 0-3 heteroatoms selected from O, S and N, Ce-n aryl, C 3 - 
C12 hetaryl having 1-3 heteroatoms selected from O, S and N, or C7-24 aralkyl, and optionally 
substituted by halogen, hydroxy and carbon based substituents of up to 24 carbon atoms, 
which optionally contain heteroatoms selected from N, S and O, which are Cmo alkyl, C 3 .j 2 
cycloalkyl having 0-3 heteroatoms selected from O, S and N, C 3 . l2 hetaryl having 1-3 
heteroatoms selected from N, S and O, Cmo alkoxy, C 6 -i2 aryl, C 7 -C 2 4 alkaryl, C 7 -C 2 4 
aralkyl, C^ halo substituted alkyl up to per halo alkyl, C 6 -C l2 halo substituted aryl up to per 
halo aryl, C 3 -C l2 halo substituted cycloalkyl having 0-3 heteroatoms selected from N, S and 
O, up to per halo cycloalkyl, halo substituted C 3 -C J2 hetaryl up to per halo hetaryl, halo 
substituted C 7 -C 24 aralkyl up to per halo aralkyl, halo substituted C7-C24 alkaryl up to per halo 
alkaryl, or -C(0)R gt or 

b) R a and R b together form a 5-7 member heterocyclic structure of 1-3 
heteroatoms selected from N, S and O, optionally substituted by halogen, hydroxy or carbon 
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based substituents of up to 24 carbon atoms, which optionally contain heteroatoms selected 
from N, S and O, which are Cmo alkyl, Qm2 cycloalkyl having 0-3 heteroatoms selected from 
O, S and N, C3-12 hetaryl having 1-3 heteroatoms selected from N, S and O, Clio alkoxy, C^ 
t2 aryl, C 7 -C24 alkaryl, C 7 -C 2A aralkyl, halo substituted C].6 alkyl up to per halo alkyl, halo 
substituted C 6 -C l2 aryl up to per halo aryl, halo substituted C3-C12 cycloalkyl having 0-3 
heteroatoms selected from N, S and O, up to per halo cycloalkyl, halo substituted C3-Q2 
hetaryl up to per halo hetaryl, halo substituted C 7 -C 24 aralkyl up to per halo aralkyl, halo 
substituted C7-C24 alkaryl up to per halo alkaryl, or -C(0)R g , or 

c) one of R a or R b is -C(0)- s a C r C 5 divalent alkylene group or a substituted 
C1-C5 divalent alkylene group bound to the moiety L to form a cyclic structure with at least 5 
members, wherein the substituents of the substituted C1-C5 divalent alkylene group are 
selected from the group consisting of halogen, hydroxy, and carbon based substituents of up 
to 24 carbon atoms, which optionally contain heteroatoms selected from N, S and O, which 
are Cmo alkyl, C3-12 cycloalkyl having 0-3 heteroatoms selected from O, S and N, C3-12 
hetaryl having 1-3 heteroatoms selected from N, S and O, Cmo alkoxy, Ce-i2 aryl, C7 -C24 
alkaryl, C 7 -C 2 a aralkyl, Ci-e halo substituted alkyl up to per halo alkyl, Qj-Cn halo 
substituted aryl up to per halo aryl, C3-C12 halo substituted cycloalkyl having 0-3 heteroatoms 
selected from N, S and O, up to per halo cycloalkyl, halo substituted C 3 -Ci2 hetaryl up to per 
halo hetaryl, halo substituted C7-C24 aralkyl up to per halo aralkyl, halo substituted C 7 -C 24 
alkaryl up to per halo alkaryl, or -C(0)R gJ 

where B is substituted, L is substituted or L 1 is additionally substituted, the 
substituents are selected from the group consisting of halogen, up to per-hato, and Wn t where 
n is 0-3; 

wherein each W is independently selected from the group consisting of -CN, -C0 2 R 7 , 
~C(0)NR 7 R 7 , -C(0)-R 7 , -N0 2 , -OR 7 , -SR 7 , -NR 7 R 7 , -NR 7 C(0)OR 7 , -NR 7 C(0)R 7 , -Q-Ar, and 
carbon based moieties of up to 24 carbon atoms, optionally containing heteroatoms selected 
from N, S and O, which are C1-C10 alkyl, C1-C10 alkoxy, C 2 »C t o alkenyl, C1-C10 alkenoyl, C 3 ~ 
C10 cycloalkyl having 0-3 heteroatoms selected from O, S and N, C$-Ci4 aryl, C7-C24 alkaryl, 
C 7 -C 2A aralkyl, C3-C12 heteroaryl having 1-3 heteroatoms selected from O, N and S, or C 4 - 
C23 alkheteroaryl having 1-3 heteroatoms selected from O, N and S, and optionally 
substituted by one or more substituents independently selected from the group consisting of - 
CN, -C0 2 R 7 , -C(0)R 7 , ~C(0)NR 7 R 7 , -OR 7 , -SR 7 , -NR 7 R 7 , ~N0 2 , -NR 7 C(0)R 7 , ~NR 7 C(0)OR 7 
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and halogen up to per-halo; with each R 7 independently selected from H or a carbon based 
moiety of up to 24 carbon atoms, optionally containing heteroatorns selected from N, S and 
O, which are Q-Cio alkyl, Ci-Cio alkoxy, C 2 -C 10 alkenyl, Ci-do alkenoyl, C 3 -Ci 0 cycloalkyl 
having 0-3 heteroatorns selected from O, S and N, C 6 ~Ci 4 aryl, C3-C13 hetaryl having 1-3 
heteroatorns selected from O, N and S, C 7 -C l4 alkaryl, C 7 ~C M aralkyl, or C4-C23 alkheteroaryl 
having 1-3 heteroatorns selected from 0 7 N and S, and optionally substituted by halogen, 

wherein Q is -O-, -S-, »N(R 7 )-, -<CH 2 )nr, -C<0)-, -CH(OHX -<CH 2 ) m O-, -(CH 2 ) m S-, 
-(CH 2 ) m N(R>, »0(CH 2 ) m - CHX\ -CXV, -S-(CH 2 V and -N(R 7 )(CH 2 ) m -, where m- 1-3, 
and X a is halogen; and 

Ax is a 5- or 6-member aromatic structure containing 0-2 members selected from the 
group consisting of nitrogen, oxygen and sulfur, which is optionally substituted by halogen, 
up to per-halo, and optionally substituted by Zni, wherein n I is 0 to 3 and each Z is 
independently selected from the group consisting of -CN, -CO2R 7 , -C(0)R 7 , -C(0)NR 7 R 7 , 
-NO2, -OR 7 , - SR 7 -NR 7 R 7 , -NR 7 C(0)OR 7 , -NR 7 C(0)R 7 , and a carbon based moiety of up to 
24 carbon atoms, optionally containing heteroatorns selected from N, S and Q, which is Ci- 
Cio alkyl, C1-C10 alkoxy, C 2 -C 10 alkenyl, d-C l0 alkenoyl, C 3 -C l0 cycloalkyl having 0-3 
heteroatorns selected from O, N and S, C 6 -Ci 4 aryl, or C 3 -C 13 hetaryl having 1-3 heteroatorns 
selected from O, N and S, and optionally substituted by one or more substituents selected 
from the group consisting of -CN, -C0 2 R 7 , -COR 7 , -C(0)NR 7 R 7 , -OR 7 , -SR 7 , -N0 2 , -NR 7 R 7 , 
-NR 7 C(0)R 7 , and -NR 7 C(0)OR 7 , with R 7 as defined above 

where R g is Cmo alkyl; -CN, -C0 2 R4, ~ORj, -SR* -NO z , -C(0)R«, -NR^R^, 
-NRa C(0)OR« and -NR<i C(0)R«, and R<$ and R e are independently selected from the group 
consisting of hydrogen, C M0 , alkyl, Cmo alkoxy, C3-10 cycloalkyl having 0-3 heteroatorns 
selected from O, N and S, C 6 A2 aryl, C 3 -C j2 hetaryl with 1-3 heteroatorns selected from O, N 
and S and C7-C24 aralkyl, C 7 -C 24 alkaryl, up to per halo substituted C r Cj 0 alk y^ U P t0 P er 
halo substituted C 3 -C10 cycloalkyl having 0-3 heteroatorns selected from O, N and S, up to 
per halo substituted C 6 -Cj 4 aryl, up to per halo substituted C3 -C12 hetaryl having 1-3 
heteroatorns selected from O, N, and S, halo substituted C 7 -C 24 alkaryl up to per halo alkaryl, 
and up to per halo substituted C 7 -C 24 aralkyl. 

2. (Original) A compound as in claim 1 wherein: 
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R y is hydrogen, Cmo alkyi, Cmo alkoxy, C3-10 cycloalkyl having 0-3 heteroatoms, 
C2-10 alkenyl, Cmo alkenoyl, C 6 -32 aryl, C3.12 hetaryl having 1-3 heteroatoms selected from N, 
S and O, C 7 . 3 4 aralkyl, C7-24 alkaryl, substituted C1-10 alkyl, substituted C M0 alkoxy, 
substituted C3-10 cycloalkyl having 0-3 heteroatoms selected from N, S and O, substituted 
Qs-C M aryl, substituted Cm 2 hetaryl having 1-3 heteroatoms selected from N, S and G, 
substituted C 7 . 2 4 alkaryl or substituted C7-C24 aralkyl, where R y is a substituted group, it is 
substituted by halogen up to per halo, 

R z is hydrogen, Cmo alkyl, Cmo alkoxy, C 3 _ i0 cycloalkyl having 0-3 heteroatom, C2-10 
alkenyl, C M0 alkenoyl, C 6 -i2 aryl, C 3 -C12 hetaryl having 1-3 heteroatoms selected from, S, N 
and O, C 7 . 24 alkaryl, C7-24 aralkyl, substituted Cmo alkyl, substituted Cmo alkoxy, substituted 
Cg-Cm aryl, substituted C3-C10 cycloalkyl having 0-3 heteroatoms selected from S, N and O, 
substituted C3-12 hetaryl having 1-3 heteroatoms selected from S, N and O, substituted C7-24 
alkaryl or substituted C 7 ~C 2 4 aralkyl where R z is a substituted group, it is substituted by 
halogen up to per halo, hydroxy, Cmo alkyl, C 3 _ 12 cycloalkyl having 0-3 heteroatoms selected 
from O, S and N, €3.12 hetaryl having 1-3 heteroatoms selected from N, S and O, Cmo 
alkoxy, C 6 -\2 aryl, Ct- e halo substituted alkyi up to per halo alkyl, Ce-C\ 2 halo substituted aryl 
up to per halo aryl, C3-C12 halo substituted cycloalkyl up to per halo cycloalkyl having 0-3 
heteroatoms selected from N, S and O, halo substituted C3-O2 hetaryl up to per halo hetaryl 
having 1-3 heteroatoms selected from O, N and S, halo substituted C7-C24 aralkyl up to per 
halo aralkyl, halo substituted C 7 -C 24 alkaryl up to per halo alkaryl, and -C(0)R g , 

R a and Rb are, 

a) independently hydrogen, 

a carbon based moiety selected from the group consisting of Ct -Cto alkyl, Cr 
Cio alkoxy, C3-10 cycloalkyl, C 2 -to alkenyl, Cmo alkenoyl, C<M2 aryl, C3-12 hetaryl having 1-3 
heteroatoms selected from O, N and S, C3-12 cycloalkyl having 0-3 heteroatoms selected from 
N, S and O, C 7 . 2 4 aralkyl, C 7 ~C 2 4 alkaryl, substituted Cmo alkyl, substituted Cmo alkoxy, 
substituted C3.10 cycloalkyl, having 0-3 heteroatoms selected from N, S and O, substituted 
Qs-12 aryl, substituted C3-12 hetaryl having 1-3 heteroatoms selected from N, S and O, 
substituted C 7 . 2 4 aralkyl, substituted C7.24 alkaryl, where R a and R b are a substituted group, 
they are substituted by halogen up to per halo, hydroxy, Cmo alkyl, C3-12 cycloalkyl having 
0-3 heteroatoms selected from O, S and N, C302 hetaryl having 1-3 heteroatoms selected from 
N, S and O, C M0 alkoxy, C^n aryl, C u6 halo substituted alkyl up to per halo alkyl, C 6 -Ci 2 
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halo substituted aryl up to per halo aryl, C 3 'Ci 2 halo substituted cycloalkyl having 0-3 
heteroatoms selected from N, S and O, up to per halo cycloalkyl, halo substituted C 3 -Ci 2 
hetaryl up to per halo heteraryl, halo substituted C 7 -C 2 4 aralkyl up to per halo aralkyl, halo 
substituted C 7 -C 2 4 alkaryl up to per halo alkaryl, and -C(0)R B ; or 

-OSi(R f ) 3 where R f is hydrogen, C M0 alkyl, Ci-io alkoxy, C 3 -Ciq cycloalkyl 
having 0-3 heteroatoms selected from O, S and N, C 6A2 aryl, C 3 -Ci 2 hetaryl having 1-3 
heteroatoms selected from O, S and N, C7-24 aralkyl, substituted C 1-10 alkyl, substituted 
C1-C10 alkoxy, substituted C3-C12 cycloalkyl having 0-3 heteroatoms selected from O, S and 
N, substituted C3-C12 heteraryl having 1-3 heteroatoms selected from O, S, and N, substituted 
C6-12 aryl, and substituted C7-24 alkaryl, where R f is a substituted group it is substituted 
halogen up to per halo, hydroxy, Ct-10 alkyl, C3-12 cycloalkyl having 0-3 heteroatoms selected 
from O, S and N, C3-12 hetaryl having 1-3 - heteroatoms selected from N, S and O, C|_io 
alkoxy, Cm 2 aryl, C 7 ~C 2 a alkaryl, C 7 -C 24 aralkyl, halo substituted alkyl up to per halo 
alkyl, Q-C12 halo substituted aryl up to per halo aryl, C 3 -C l2 halo substituted cycloalkyl 
having 0-3 heteroatoms selected from N, S and O, up to per halo cycloalkyl, halo substituted 
C 3 ~Ci 2 hetaryl up to per halo heteraryl, halo substituted C 7 -C 24 aralkyl up to per halo aralkyl, 
halo substituted C 7 -C 24 alkaryl up to per halo alkaryl, and -C(0)R g , 
or 

b) R a and R b together form a 5-7 member heterocyclic structure of 1-3 
heteroatoms selected from N, S and O, or a substituted 5-7 member heterocyclic structure of 
1-3 heteroatoms selected from N, S and O with substituents selected from the group 
consisting of halogen up to per halo, hydroxy, Cmq alkyl, C3-12 cycloalkyl having 0-3 
heteroatoms selected from O, S and N, C3-12 hetaryl having 1-3 heteroatoms selected from N, 
S and O, C M0 alkoxy, C 6 -i2 aryl, C 7 -C 24 alkaryl, C 7 -C 2 4 aralkyl, halo substituted Ci- 6 alkyl 
up to per halo alkyl, halo substituted CVQ2 aryl up to per halo aryl, halo substituted C 3 -Ci 2 
cycloalkyl having 0-3 heteroatoms selected from N t S and O, up to per halo cycloalkyl, halo 
substituted C 3 -C !2 hetaryl up to per halo heteraryl, halo substituted C 7 -C 24 aralkyl up to per 
halo aralkyl, halo substituted C 7 -C 24 alkaryl up to per halo alkaryl, and -C(0)R g , 

or 

c) one of R a or R b is -C(0>, a C1-C5 divalent alkylene group or a substituted 
C r C 5 divalent alkylene group bound to the moiety L to form a cyclic structure with at least 5 
members, 
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wherein the substituents of the substituted C1-C5 divalent alkylene group are selected 
from the group consisting of halogen, hydroxy, Cum alkyl, C3.12 cycloalkyl having 0-3 
heteroatoms selected from O, S and N ? €3-12 hetaryl having 1-3 heteroatoms selected from N, 
S and O, Ci 0 alkoxy, C 6 -i2 aryl, C 7 ~C 2 4 alkaryl, C 7 -C 24 aralkyl, C U6 halo substituted alkyl 
up to per halo alkyl, C^C i2 halo substituted aryl up £0 per halo aryl, C3-C12 halo substituted 
cycloalkyl having 0-3 heteroatoms selected from N, 3 and O, up to per halo cycloalkyl, halo 
substituted C 3 ~Ci 2 hetaryl up to per halo heteraryl, halo substituted C 7 -C 24 aralkyl up to per 
halo aralkyl, halo substituted C 7 -C 24 alkaryl up to per halo alkaryl, and -C(0)R g , 

where R E is C M0 alkyl; ^CN, -C0 2 R^ ~OR*> -SR^, -N0 2 , -0(0)^, -NR^Re, 
.NT^ C(0)OR* and -NR<3 C(0)R«, and R4 and R c are independently selected from the group 
consisting of hydrogen, Cmo, alkyl, C M o alkoxy, C3-10 cycloalkyl having 0-3 heteroatoms 
selected from O, N and S, C^\2 aryl, C3-C12 hetaryl with 1-3 heteroatoms selected from O, N 
and S and C 7 -C 2 4 aralkyl, C 7 ~C 2 a alkaryl, up toper halo substituted Ci-C l0 alkyl, up to per 
halo substituted C3 -C i0 cycloalkyl having 0-3 heteroatoms selected from O, N and S, up to 
per halo substituted C 6 -C 14 aryl, up to per halo substituted C 3 -C12 hetaryl having 1-3 
heteroatoms selected from O, N, and S, halo substituted C 7 »C 2 4 alkaryl up to per halo alkaryl, 
and up to per halo substituted C 7 -C 24 aralkyl, 

W is independently selected from the group consisting of ~CN, -CO2R 7 *, -C(0)NR 7 R 7 , 
-C(0)-R 7 , -NOj, -OR 7 , -SR 7 , -NR 7 R 7 , -NR 7 C(0)OR 7 5 ~NR 7 C(0)R 7 , C1-C10 alkyl, C1-C10 
alkoxy, C 2 -C w alkenyl, CrCto alkenoyl, C3-C10 cycloalkyl having 0-3 heteroatoms selected 
from O, S and N, Q>-C H aryl, C 7 -C 24 alkaryl, C 7 ~C 24 aralkyl, C 3 -Ct 2 heteroaryl having 1-3 
heteroatoms selected from O, N and S, O-C23 alkheteroary] having 1-3 heteroatoms selected 
from O, N and S, substituted Ci-C l0 alkyl, substituted C1-C10 alkoxy, substituted C 2 -C !0 
alkenyl, substituted C1-C10 alkenoyl, substituted C 3 -C| 0 cycloalkyl having 0-3 heteroatoms 
selected from O, N and S, substituted C 6 -C ]2 aryl, substituted C 3 -Ci 2 hetaryl having 1-3 
heteroatoms selected from O, N and S, substituted C 7 -C 24 aralkyl, substituted C 7 -C 24 alkaryl, 
substituted C 4 ~C 23 alklieteroaryl having 1-3 heteroatoms selected from O, N and S, and -Q- 
Ar; 

R 7 is independently selected from H ? Ci-C i0 alkyl, C1-C10 alkoxy, C 2 -C 10 alkenyl, 
Ct-Cio alkenoyl, C3-C10 cycloalkyl having 0-3 heteroatoms selected from O, S and N, C 6 -Ch 
aryl, C 3 -Ci3 hetaryl having 1-3 heteroatoms selected from O, N and S, C 7 -d 4 alkaryl, C7-Q4 
aralkyl, C4-C23 aikheteroaryl having 1-3 heteroatoms selected from O, N and S, up to per- 
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halosubstituted C r C 10 alkyl, up to per-halosubstituted C 3 -Ci 0 cycloalkyl having 0-3 
heteroatoms selected from O, N and S ? up to per-haiosubstituted C 6 -Ch aryl, up to per- 
halosubstituted C 3 ~Ci3 hetaryl having 1-3 heteroatoms selected from O, N and S, up to per- 
halosubstituted C7-C24 aralkyl, up to per-halosubstituted C7-C24 alkaryl, and up to per- 
halosubstituted C4-C23 alkheteroaryl; and 

each Z is independently selected from the group consisting of -CN, -C0 2 R 7 , -C(0)R 7 3 
~C(0)NR 7 R 7 , -N0 2f -OR 7 , - SR 7 ~NR 7 R 7 , -NR 7 C(0)OR\ -NR 7 C(0)R 7 , C,-C 10 alkyl, C,~C l0 
alkoxy, C2-C10 alkenyl, C1-C10 alkenoyl, C3-C10 cycloalkyl having 0-3 heteroatoms selected 
from O, N and S, Ce-C ]4 aryl, C3-C13 hetaryl having 1-3 heteroatoms selected from O, N and 
S, C7-C24 alkaryl, C 7 -C 2 4 aralkyl> C 4 -C 23 alkheteroaryl having 1-3 heteroatoms selected from 
O, N and S, substituted C1-C10 alkyl, substituted Ci-do alkoxy, substituted C 2 -Qo alkenyl, 
substituted Ci-Cjo alkenoyl, substituted C 3 -C 10 cycloalkyl having 0-3 heteroatoms selected 
from O, N and S 3 substituted C 6 -Cn aryl, substituted C 7 ~C 24 alkaryl, substituted C 7 -C 2 4 
aralkyl and substituted C4-C23 alkheteroaryl having 1-3 heteroatoms selected from O, N 
and S; wherein if Z is a substituted group, the one or more substituents are selected from the 
group consisting of -CN, -C0 2 R 7 , -COR 7 , -C(0)NR 7 R 7 , -OR 7 , -SR 7 , ~N0 2 , -NR 7 R 7 , 
-NR 7 C(0)R 7 , and -RR 7 C(0)OR 7 . 

3. (Previously Presented) A compound as in claim 1 wherein M is -O- 

4. (Currently Amended) A compound as in claim 1 wherein the cyclic 
structures of B and L bound directly to D have hydrogen substituents in the ortho position are 
■H^t-sutetiteted- in the ortho po s ition - by - O H, 

5, (Cancelled) 

6, (Cancelled) 

7* (Previously Presented) A compound of claim 1 wherein B of Formula I is an 
unsubstituted phenyl group. 
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8. (Previously Presented) A compound of claim 1 wherein B of Formula I is a 
substituted phenyl group, substituted 1 to 3 times by 1 or more substituents selected from the 
group consisting of -CN, halogen, C r Cio alkyl, Cj-Cio alkoxy, -OH, up to per halo 
substituted Ct-Cio alkyl, up to per halo substituted <VC i0 alkoxy or phenyl substituted by 
halogen up to per halo. 

9. (Cancelled) 

10. (Previously presented) A compound of claim 8, wherein the 6 member 
cyclic structure bound directly to D, is an unsubstituted phenyl group. 

11. (Cancelled) 

12. (Previously Presented) A compound of claim 1, wherein said substituted 
cyclic moiety L 1 is pyridinyL 

13* (Previously Presented) A compound of claim 3, wherein said substituted 
cyclic moiety L 1 is pyridinyL 

14, (Previously Presented) A compound of claim 7, wherein said substituted 
cyclic moiety L 1 is pyridinyL 

15. (Previously Presented) A compound of claim 8, wherein said substituted 
cyclic moiety L 1 is pyridinyL 

16. (Cancelled) 

17, (Previously Presented) A compound of claim 10, wherein said substituted 
cyclic moiety L 1 is pyridinyL 
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18. (Previously Presented) A compound of claim 14, wherein M is -CK 

19. (Previously Presented) A compound of claim 15, wherein M is -O-. 

20. (Cancelled) 

21. (Previously Presented) A compound of claim 17, wherein M is -O . 

22. (Original) A compound of claim 1 wherein L 1 is additionally substituted 1 to 
3 times by one or more substituents selected from the group consisting of Ci-Cjo alkyl, up to 
per halo substituted Ci-C i0 alky!, -CN, -OH, halogen, Ci-Cio alkoxy and up to per halo 
substituted Ci-Cio alkoxy, 

23. (Original) A compound of claim 13 wherein L 1 is additionally substituted 1 
to 3 times by one or more substituents selected from the group consisting of Cj-Cio alkyl, up 
to per halo substituted Ci-Cio alky!, -CN, -OH, halogen, Ci-Cio alkoxy and up to per halo 
substituted Ci-Cjo alkoxy, 

24. (Original) A compound of claim 18 wherein V is additionally substituted 1 
to 3 times by one or more substituents selected from the group consisting of Ci-Cio alkyl, up 
to per halo substituted Ci-Cjo alkyl, -CN, -OH, halogen, Ct-Cio alkoxy and up to per halo 
substituted Ci-Cio alkoxy, 

25. (Original) A compound of claim 19 wherein L 1 is additionally substituted 1 
to 3 times by one or more substituents selected from the group consisting of Ct-Cio alkyl, up 
to per halo substituted Ci-Cio alkyl, -CN, -OH, halogen, Cj-Cio alkoxy and up to per halo 
substituted Ci-Cio alkoxy, 

26* (Cancelled) 
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27. (Original) A compound of claim 21 wherein V is additionally substituted 1 
to 3 times by one or more substituents selected from the group consisting of Ci-Cio alkyl, up 
to per halo substituted Q-C10 alkyl, -CN, -OH, halogen, Ci~Ci 0 alkoxy and up to per halo 
substituted Ci-Cio alkoxy. 

28. (Cancelled) 
29* (Cancelled) 

30. (Original) A compound of claim 1 wherein L l is substituted only by -C(0)R x . 

31. (Cancelled) 

32. (Cancelled) 

33. (Previously Presented) A compound of claim 13 wherein L 1 is substituted by 
-C(0)R x wherein R x is NR a R b . 

34- (Previously Presented) A compound of claim 18 wherein L 1 is substituted by 
~C(0)R x wherein R x is NR a R^ , 

35, (Previously Presented) A compound of claim 19 wherein L* is substituted by 
-C(0)R x , wherein R x is NR a R b . 

36, (Cancelled) 

37, (Previously Presented) A compound of claim 21 wherein is substituted by 
-C(0)R x wherein R x is NR a R bl 

38, (Previously Presented) A compound of Formula I: 

A - D - B (I) 
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or a pharmaceuticaHy acceptable salt thereof, wherein 
D is -NH-C(0)-NH-, 

A is a substituted moiety of up to 40 carbon atoms of the formula: -L-^M-L 1 ) q> 
where L is a 6 membered aryl moiety which ts unsubstituted phenyl bound directly to D, L l 
comprises a substituted cyclic moiety having at least 5 members which is phenyl or pyridinyl, 
M is -O- and 

B is a substituted or unsubstituted, up to tricyclic aryl or heteroaryl moiety of up to 
30 carbon atoms with at least one 6-member cyclic structure bound directly to D which is 
phenyl or pyridinyl 

wherein L 1 is substituted by -C(0)R* 

R x is NR a Rb where R a and R b are 

a) independently hydrogen, 

a carbon based moiety of up to 30 carbon atoms optionally containing 
heteroatoms selected from N, S and O, which is of Ci -C l0 alkyl, Ci-Cio alkoxy, C3-10 
cycloalkyl, C2-10 alkenyl, C M0 alkenoyl, C 6 -i2 aryl, C3-12 hetaryl having 1-3 heteroatoms 
selected from O, N and S, C3-12 cycloalkyl having 0-3 heteroatoms selected from N, S and O, 
C7.24 aralkyl or C 7 -C 2 4 alkaryl, and optionally substituted by halogen, hydroxy and carbon 
based substituents of up to 24 carbon atoms, which optionally contain heteroatoms selected 
from N, S and O, which are Cmo alk y ] > C3-12 cycloalkyl having 0-3 heteroatoms selected from 
O, S and N, C 3 .t2 hetaryl having 1-3 heteroatoms selected from N, S and O, Cmo alkoxy, C 6 . 
12 aryl, C1-6 ^alo substituted alkyl up to per halo alkyl, C 6 -Cu halo substituted aryl up to per 
halo aryl, C3-C12 halo substituted cycloalkyl having 0-3 heteroatoms selected from N, S and 
O, up to per halo cycloalkyl, halo substituted C3-C12 hetaryl up to per halo hetaryl, halo 
substituted C7-C24 aralkyl up to per halo aralkyl, halo substituted C7-C24 alkaryl up to per halo 
alkaryl, or -C(0)R g or 

-OSi(Rf) 3 where R f is hydrogen or a carbon based moiety of up to 24 carbon 
atoms optionally containing heteroatoms selected from N } S and O and optionally substituted 
by halogen, hydroxy and carbon based substituents of up to 24 carbon atoms, which 
optionally contain heteroatoms selected from N, S and O, which are Cmo alkyl, C 3 -i2 
cycloalkyl having 0-3 heteroatoms selected from O, S and N, C 3 ~i2 hetaryl having 1-3 
heteroatoms selected from N, S and O, Cmo alkoxy, C 6 -i2 aryl, C 7 -C 2 4 alkaryl, C 7 -C Z4 
aralkyl, Ci-e halo substituted alkyl up to per halo alkyl, C 6 -C 12 halo substituted aryl up to per 
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halo aryl, C3-Q2 balo substituted cycloalkyl having 0-3 heteroatoms selected from N, S and 
O, up to per halo cycloalkyl, halo substituted d~C ]2 hetaryl up to per halo hetaryl, halo 
substituted C7-C24 aralkyl up to per halo aralkyl, halo substituted C7-C24 alkaryl up to per halo 
alkaryl, or -C(0)R e , or 

b) R a and R b together form a 5-7 member heterocyclic structure of 1-3 
heteroatoms selected from N, S and O, or a substituted 5-7 member heterocyclic structure of 
1-3 heteroatoms selected from N, S and O substituted by halogen, hydroxy or carbon based 
substituents of up to 24 carbon atoms, which optionally contain heteroatoms selected from N, 
S and O, which are Cmo alkyl, C3-12 cycloalkyl having 0-3 heteroatoms selected from O, S 
and N, C3.12 hetaryl having 1-3 heteroatoms selected from N, S and O, Cmo alkoxy, C 6 ~i2 
aryl, C 7 -C 24 alkaryl, C 7 -C 24 aralkyl, halo substituted C,- 6 alkyl up to per halo alkyl, halo 
substituted C 6 -Ci 2 aryl up to per halo aryl, halo substituted CVC12 cycloalkyl having 0-3 
heteroatoms selected from N, S and Q, up to per halo cycloalkyl, halo substituted C3-Q2 
hetaryl up to per halo hetaryl, halo substituted C 7 ~C 24 aralkyl up to per halo aralkyl, halo 
substituted C7-C24 alkaryl up to per halo alkaryl, or ~C(0)R g , or 

c) one of R a or R b is «C(0)-, a C r C 5 divalent alkylene group or a substituted 
C]-C 5 divalent alkylene group bound to the moiety L to form a cyclic structure with at least 5 
members, wherein the substituents of the substituted C r C 5 divalent alkylene group are 
selected from the group consisting of halogen, hydroxy, and carbon based substituents of up 
to 24 carbon atoms, which optionally contain heteroatoms selected from N, S and O, which 
are Cmo alkyl, C3.12 cycloalkyl having 0-3 heteroatoms selected from O, S and N, C3-12 
hetaryl having 1-3 heteroatoms selected from N, S and O, Ci-10 alkoxy, C6-12 aryl, C 7 ~C 2 4 
alkaryl, C 7 -C 24 aralkyl, C { . 6 halo substituted alkyl up to per halo alkyl, C 6 -C|2 halo 
substituted aryl up to per halo aryl, C 3 -C l2 balo substituted cycloalkyl having 0-3 heteroatoms 
selected from N, S and O, up to per halo cycloalkyl, halo substituted C3-C i2 hetaryl up to per 
halo hetaryl, halo substituted C 7 -C 2 4 aralkyl up to per halo aralkyl, halo substituted C 7 -C 24 
alkaryl up to per halo alkaryl, or -C(0)R g , and are optionally substituted by halogen; 

where B is substituted, L is substituted or L 1 is additionally substituted, the 
substituents are selected from the group consisting of halogen, up to per-halo, and Wn, where 
n is 0-3; 

wherein each W is independently selected from the group consisting of -CN, -CO2R 7 , 
-C(0)NR 7 R 7 , -C(0>R 7 , -NO* -OR 7 , -SR 7 , -NR 7 R 7 , -NR 7 C(0)OR 7 > -NR 7 C(0)R 7 , -Q-Ar, and 
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carbon based moieties of up to 24 carbon atoms, optionally containing heteroatoms selected 
from N, S and O, which are C r C 10 alkyl, Cj-Cio alkoxy, C 2 -C t0 alkenyl, Ci-Cio alkenoyl, C r 
Cid cycloalkyl having 0-3 heteroatoms selected from O, S and N, C 6 ~Ci 4 aryl, C 7 -C 24 alkaryl, 
C 7 -C 24 aralkyl, or C 3 -Ci 2 heteroaryl having 1-3 heteroatoms selected from O, N and S, and 
optionally substituted by one or more substituents independently selected from the group 
consisting of ~CN, -C0 2 R\ ~C<0)R 7 , ~C(0)NR 7 R 7 , OR 7 , -SR 7 , -NR 7 R 7 , -N0 2 , -NR 7 C(0)R 7 , 
-NR 7 C(0)OR 7 and halogen up to per-halo; with each R 7 independently selected from H or a 
carbon based moiety of up to 24 carbon atoms, optionally containing heteroatoms selected 
from N, S and O, which are Ci-C 10 alkyl, C,-Cio alkoxy, C 2 -Ci 0 alkenyl, Ci~Cio alkenoyl, C 3 - 
do cycloalkyl having 0-3 heteroatoms selected from O, S and N, C 6 -Ci 4 aryl, C3-C13 hetaryl 
having 1-3 heteroatoms selected from O, N and S, C7-C14 alkaryl, C7-C24 aralkyl, C 4 -C 23 
alkheteroaryl having 1-3 heteroatoms selected from O, N and S, and optionally substituted by 
halogen, 

wherein Q is -O-, -S-, -N(R 7 )-, ~(CH 2 V, ~C(0)^ S ~CH(OH>, -(CH 2 ) m O-, -(CH 3 ) m S- } 
-(CH 2 ) m N(R 7 )-, -0(CH 2 ) m - CHX% -CXY, ^(CB 2 )nr and -N(R 7 )(CH 2 ) m ~, where m- 1-3, 
and X a is halogen; 

Ar is a 5- or 6-member aromatic structure containing 0-2 members selected from the 

group consisting of nitrogen, oxygen and sulfur, which is optionally substituted by halogen, 

up to per-halo, and optionally substituted by Zni, wherein nl is 0 to 3 and each Z is 

7 7 77 

independently selected from the group consisting of ~CN, -CO2R , -C(0)R , -C(0)NR R , 
-N0 2 , -OR 7 , - SR 7 -NR 7 R 7 , -NR 7 C(0)OR 7 , -NR 7 C(0)R 7 , and a carbon based moiety of up to 
24 carbon atoms, optionally containing heteroatoms selected from N, S and O, which is Ci~ 
C10 alkyl, Ci-Cio alkoxy, C 2 -Ci 0 alkenyl, C1-C10 alkenoyl, C 3 ~Cto cycloalkyl having 0-3 
heteroatoms selected from O, N and S, C 6 -C l4 aryl, C3-C13 hetaryl having 1-3 heteroatoms 
selected from O, N and 3, C 7 -C 24 alkaryl, C 7 -C 24 aralkyl, C 4 -C 23 alkheteroaryl having 1-3 
heteroatoms selected from O, N and S, and optionally substituted by one or more substituents 
are selected from the group consisting of -CN, -C0 2 R 7 , -COR 7 , -C(0)NR 7 R 7 , -OR 7 , -SR 7 , - 
N0 2 , »NR 7 R 7 , -NR 7 C(0)R 7 , and -NR 7 C(0)OR 7 , with R 7 as defined above-anywhere R g is 
Cmo alkyl; -CN, -CO2R4, -OR<u -SR* ~N0 2 , -C(0)R«, -NR^Re, -NR^ C(0)OfU and -NRd 
C(0)R«, and R.jandR^ are independently selected from the group consisting of hydrogen, Cj_ 
10 , alkyl, C M0 alkoxy, C3.10 cycloalkyl having 0-3 heteroatoms selected from O, N and S, C 6 - 
12 aryl, C3-C12 hetaryl with 1-3 heteroatoms selected from O, N and S and C 7 -C 24 aralkyl, C 7 - 
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C 2 4 alkaryl, up to per halo substituted Ci-Cio alkyl, up to per halo substituted C 3 -C ]0 
cycloalkyl having 0-3 heteroatoms selected from 0 ? N and S, up to per halo substituted C 6 - 
Cu aryl, up to per halo substituted C 3 ~C\ 2 hetaryl having 1-3 heteroatoms selected from O, 
N, and S, halo substituted C 7 ~C 2 4 alkaryl up to per halo alkaryl, or up to per halo substituted 
C7-C24 aralkyl 

39. (Previously Presented) A compound of Formula I: 
A - D - B (X) 
or a pharmaceutical I y acceptable salt thereof, wherein 
D is -NH-C(0)-NH-, 

A is a substituted moiety of up to 40 carbon atoms of the formula; -L-(M-V ) q , 
where L is a substituted or unsubstituted phenyl or pyridinyl moiety bound directly to D, L 1 
comprises a substituted phenyl, or pyridinyl moiety, M is -O- and 

B is a substituted or unsubstituted phenyl group bound directly to D, 

wherein L 1 is substituted by-C(0)R x , 

R x is NR^Rb where R a and Rb are 

a) i ndependen t !y hydro gen, 

a carbon based moiety of up to 30 carbon atoms optionally containing 
heteroatoms selected from N, S and O, which is Ct -Ci 0 alkyl, C1-C10 alkoxy, C^io 
cycloalkyl, C2-10 alkenyl, Ci-to alkenoyl, C^i2 aryl, C3-12 hetaryl having 1-3 heteroatoms 
selected from O, N and S, C 3 ,i 2 cycloalkyl having 0-3 heteroatoms selected from N, S and O, 
C7.24 aralkyl, or C7-C24 alkaryl, and optionally substituted by halogen, hydroxy and carbon 
based substituents of up to 24 carbon atoms, which optionally contain heteroatoms selected 
from N, S and O, which are C1-10 alkyl, C3.12 cycloalkyl having 0-3 heteroatoms selected from 
O, S and N, C3-12 hetaryl having 1-3 heteroatoms selected from N, S and 0> Cmo alkoxy, Ce- 
12 aryl, Cue halo substituted alkyl up to per halo alkyl, C 6 -C ]2 halo substituted aryl up to per 
halo aryl, C3-C12 halo substituted cycloalkyl having 0-3 heteroatoms selected from N, S and 
O, up to per halo cycloalkyl, halo substituted C3-O2 hetaryl up to per halo hetaryl, halo 
substituted C7-C24 aralkyl up to per halo aralkyl, or halo substituted C7-C24 alkaryl up to per 
halo alkaryl, and -C(0)R g , or 

~OSi(Rr)3 where R f is hydrogen or a carbon based moiety of up to 24 carbon 
atoms optionally containing heteroatoms selected from N, S and O, which is Ci-io alkyl, Cmo 
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atkoxy, C3-C10 cycloalkyl having 0-3 heteroatoms selected from O, S and N, C 6 -i2 aryl, orC 3 - 
C12 hetaryl having 1-3 heteroatoms selected from O, S and N, C7-24 aralkyl, and optionally 
substituted by halogen, hydroxy and carbon based substituents of up to 24 carbon atoms, 
which optionally contain heteroatoms selected from N, S and O, which are Cmo alkyl, 03,12 
cycloalkyl having 0-3 heteroatoms selected from O, S and N, C3-12 hetaryl having 1-3 
heteroatoms selected from N, S and O, Cmo alkoxy, C 6 -i2 aryl, C 7 -C 24 alkaryl, C 7 -C 2 4 
aralkyl, C|. 6 halo substituted alkyl up to per halo alkyl, C 6 ~Q 2 halo substituted aryl up to per 
halo aryl, QrCn halo substituted cycloalkyl having 0-3 heteroatoms selected from N, S and 
O, up to per halo cycloalkyl, halo substituted C 3 -C l2 hetaryl up to per halo hetaryl, halo 
substituted C7-C24 aralkyl up to per halo aralkyl, or halo substituted C7-C24 alkaryl up to per 
halo alkaryl, and -C(0)R g> or 

b) R a and R b together form a 5-7 member heterocyclic structure of 1-3 
heteroatoms selected from N, S and O, optionally substituted by halogen, hydroxy or carbon 
based substituents of up to 24 carbon atoms, which optionally contain heteroatoms selected 
from N, S and O, which are Cmo alkyl, C3-12 cycloalkyl having 0-3 heteroatoms selected from 
O s S and N, C3.12 hetaryl having 1-3 heteroatoms selected from N, S and O, Cmo alkoxy, C 6 - 
12 aryl, C 7 -C 24 alkaryl, C 7 -C 24 aralkyl, halo substituted Cj. 6 alkyl up to per halo alkyl, halo 
substituted Ce-Cu aryl up to per halo aryl ? halo substituted C3-C12 cycloalkyl having 0-3 
heteroatoms selected from N, S and O, up to per halo cycloalkyl, halo substituted C3-C12 
hetaryl up to per halo hetaryl, halo substituted C7-C24 aralkyl up to per halo aralkyl, halo 
substituted C 7 -C 24 alkaryl up to per halo alkaryl, or -C(0)R 6 , or 

c) one of R a or R b is -C(O)-, a C1-C5 divalent alkylene group or a substituted 
CrC$ divalent alkylene group bound to the moiety L to form a cyclic structure with at least 5 
members, wherein the substituents of the substituted C^Cs divalent alkylene group are 
selected from the group consisting of halogen, hydroxy, and carbon based substituents of up 
to 24 carbon atoms, which optionally contain heteroatoms selected from N, S and O, which 
are Cmo alkyl, C3-12 cycloalkyl having 0-3 heteroatoms selected from O, S and N, C3-S2 
hetaryl having 1-3 heteroatoms selected from N, S and O, Cmo alkoxy, C$.12 aryl, C 7 -C24 
alkaryl, C 7 -C 24 aralkyl, Cue halo substituted alkyl up to per halo alkyl, C 6 -C i2 halo 
substituted aryl up to per halo aryl, C 3 -Ci 2 halo substituted cycloalkyl having 0-3 heteroatoms 
selected from N, S and O, up to per halo cycloalkyl, halo substituted C3~C l2 hetaryl up to per 
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halo hetaryl, halo substituted C 7 -C 2 4 aralkyl up to per halo aralkyl, halo substituted C 7 ~C 24 
alkaryl up to per halo alkaryl, or -C(0)R g , 

where B is substituted, L is substituted or L ] is additionally substituted, the 
substituents are selected from the group consisting of halogen, up to per-halo, and Wn, where 
n is 0-3; 

wherein each W is independently selected from the group consisting of -CN, -C0 2 R , 
~C(0)NR 7 R 7 , -C(0)~R 7 , -N0 2 , -OR 7 , ~SR 7 , -NR 7 R 7 , ~NR 7 C(0)OR 7 , -NR 7 C(0)R 7 , -Q-Ar, and 
carbon based moieties of up to 24 carbon atoms, optionally containing heteroatoms selected 
from N, S and O, which are C r Cio alkyl, Q-Cio alkoxy, C 2 -Cio alkenyl, Ci-Cio alkenoyl, C 3 - 
Cjo cycloalkyl having 0-3 heteroatoms selected from O, S and N, C 6 -Ci 4 aryl, C 7 -C 2 4 alkaryl, 
C 7 -C 24 aralkyl, C3-Q2 heteroaryl having 1-3 heteroatoms selected from O, N and S, or C 4 - 
C 23 alkheteroaryl having 1-3 heteroatoms selected from O, N and S, and optionally 
substituted by one or more substituents independently selected from the group consisting of - 
CN, -C0 2 R 7 , -C(0)R 7 , -C(0)NR 7 R 7 , -OR 7 , -SR 7 , -NR 7 R 7 , ~N0 2 , -NR 7 C(0)R 7 , -NR 7 C(0)0R 7 
and halogen up to per-halo; with each R 7 independently selected from H or a carbon based 
moiety of up to 24 carbon atoms, optionally containing heteroatoms selected from N, S and 
O, which are Cl-C 10 alkyl, C1-C10 alkoxy, C 2 -Cio alkenyl, C r C l0 alkenoyl, C3-C10 cycloalkyl 
having 0-3 heteroatoms selected from O, S and N, C 6 -C ]4 aryl, C3-C13 hetaryl having 1-3 
heteroatoms selected from O, N and S, C 7 -Cu alkaryl, C 7 -C 24 aralkyl, or C 4 -C 23 alkheteroaryl 
having 1-3 heteroatoms selected from O, N and 3, 

wherein Q is -0-, »S-, -N(R 7 )-, -(CH 2 ) m -, -C(O)-, -CH(OH)-, »(CH 2 ) m O-, -(CH 2 ) m 3~, 
-(CH 2 ) m N(R 7 )-, -0(CH 2 )nr CHX 3 -, -CXV, -S-(CH a W and -N(R 7 )(CH 2 ) m ~, where m= 1-3, 
and X a is halogen; 

Ar is a 5- or 6-member aromatic structure containing 0-2 members selected from the 
group consisting of nitrogen, oxygen and sulfur, which is optionally substituted by halogen, 
up to per-halo, and optionally substituted by Zni, wherein nl is 0 to 3 and each Z is 
independently selected from the group consisting of -CN, -C0 2 R 7 , -C(0)R 7 , -C(0)NR 7 R 7 , 
-N0 2 , -OR 7 , - SR 7 ~NR 7 R 7 , -NR 7 C(0)OR 7 , »NR 7 C(0)R 7 , and a carbon based moiety of up to 
24 carbon atoms, optionally containing heteroatoms selected from N, S and O, which is Ci- 
C i0 alkyl, Ci-Ciq alkoxy, C 2 -Ci 0 alkenyl, C1-C10 alkenoyl, C3-C10 cycloalkyl having 0-3 
heteroatoms selected from O, N and S, C 6 -Ct4 aryl, C3-C13 hetaryl having 1-3 heteroatoms 
selected from O, N and S, C 7 -C 24 alkaryl, C 7 -C 24 aralkyl, or C4-C23 alkheteroaryl having 1-3 
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heteroatoms selected from O, N and S, and optionally substituted by one or more substituents 
selected from the group consisting of -CN, -C0 2 R 7 , -COR 7 , ~C(0)NR 7 R 7 , -OR 7 , -SR 7 , -N0 2 , - 
NR 7 R 7 , ~NR 7 C(0)R 7 , and -NR 7 C(0)OR 7 ; and where R g is C M o alkyl; -CN, ~C0 2 R<3, -OR^, - 
SR^, -N0 2) -C(0)Re, ~NR<iR<>, »NRd C(0)OR« and ^ C(0)Rc, and R* and Re are 
independently selected from the group consisting of hydrogen, Ci_ l0 > alkyl, Cmq alkoxy, C 3 ~io 
cycloalkyl having 0-3 heteroatoms selected from O, N and 3, C 6 -i2 aryl, C 3 -Ci2 hetaryl with 
1-3 heteroatoms selected from O, N and S and C 7 -C 2 4 aralkyl, C 7 -C 2 * alkaryl, up to per halo 
substituted d-Cio alkyl, up to per halo substituted C 3 -Cio cycloalkyl having 0-3 heteroatoms 
selected from O, N and S, up to per halo substituted C 6 -C 14 aryl, up to per halo substituted C 3 
hetaryl having 1-3 heteroatoms selected from O, N, and S, halo substituted C 7 -C 24 
alkaryl up to per halo alkaryl, or up to per halo substituted C7-C24 aralkyL 

40. (Currently Amended) A compound as in claim 38 wherein the cyclic 
structures of B and L bound directly to D have hydr o gen substi tuents in the ortho position a*e 
R Bt --s ubst i4u4edrift4he Qi^ho pos i tion by OH . 

41. (Cancelled) 

42- (Currently Amended) A compound as in claim 39 wherein the cyclic 
structures of B and L bound directly to D have hydrogen substituents in the 
ortho position ar e - not -SHb-s titut o d in the ortho positio n by QH, 

43. (Cancelled) 

44. (Original) A compound as in claim 38 wherein substituents for B and L and 
additional substituents for L 1 , are selected from the group consisting of C1-Q0 alkyl up to per 
halo substituted C1-C10 alkyl, CN, OH, halogen, C\-C }0 alkoxy and up to per halo substituted 
C1-C10 alkoxy. 

45. (Original) A compound as in claim 39 wherein substituents for B and L and 
additional substituents for L\ are selected from the group consisting of C1-C10 alkyl up to per 
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halo substituted Ci-Cio alkyi, CN, OH, halogen, Ci-Cio alkoxy and up to per halo substituted 
Ci-Cio alkoxy. 

46. (Cancelled) 

47. (Cancelled) 

48. (Previously Presented) A compound of claim 38 wherein R a and R b are 
independently hydrogen and alkyl . 

49. (Previously Presented) A compound of claim 39 wherein ted R a and R b are 
independently hydrogen and C\.& alkyl, hydroxy and carbon based substituents of up to 24 
carbon atoms, which optionally contain heteroatoms selected from N, S and O and are 
optionally substituted by halogen. 

50. (Previously Presented) A pharmaceutically acceptable salt of a compound of 
formula I of claim 1 which is 

a) a basic salt of an organic acid or inorganic acid which is hydrochloric acid, 
hydrobromic acid, sulfuric acid, phosphoric acid, methanesulfonic acid, 
trifluoromethanesulfonic acid, benzenesulfonic acid, p-toluene sulfonic acid (tosylate salt), 1- 
napthalene sulfonic acid, 2-napthalene sulfonic acid, acetic acid, trifluoroacetic acid, malic 
acid, tartaric acid, citric acid ? lactic acid, oxalic acid, succinic acid, fumaric acid, maleic acid, 
benzoic acid, salicylic acid, phenylacetic acid, or rnandelic acid; or 

b) an acid salt of an organic or inorganic base containing an alkali metal cation, 
an alkaline earth metal cation, an ammonium cation, an aliphatic substituted ammonium 
cation or an aromatic substituted ammonium cation. 

51. (Previously Presented) A pharmaceutically acceptable salt of a compound of 
claim 61 which is 
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a) a basic salt of an organic acid or inorganic acid which is hydrochloric acid, 
hydrobromic acid, sulfuric acid, phosphoric acid, methanesulfonic acid, 
trifiuoromethancsulfonic acid, benzenesulfonic acid, p-toluene sulfonic acid (tosylate salt), 1- 
napthalene sulfonic acid, 2-napthalene sulfonic acid, acetic acid, trifluoroacetic acid, malic 
acid, tartaric acid s citric acid, lactic acid, oxalic acid, succinic acid, fumaric acid, maleic acid, 
benzoic acid, salicylic acid, phenylacetic acid, or rnandelic acid; or 

b) an acid salt of an organic or inorganic base containing an alkali metal cation, 
an alkaline earth metal cation, an ammonium cation, an aliphatic substituted ammonium 
cation or an aromatic substituted ammonium cation. 

52* (Previously Presented) A pharmaceutical! y acceptable salt of a compound of 
claim 33 which is 

a) a basic salt of an organic acid or inorganic acid which is hydrochloric acid, 
hydrobromic acid, sulfuric acid, phosphoric acid, methanesulfonic acid, 
trifluoromethanesulfonic acid, benzenesulfonic acid, p-toluene sulfonic acid {tosylate salt), 1- 
napthalene sulfonic acid, 2-napthalene sulfonic acid, acetic acid, trifluoroacetic acid, malic 
acid, tartaric acid, citric acid, lactic acid, oxalic acid, succinic acid, fumaric acid, maleic acid, 
benzoic acid, salicylic acid, phenylacetic acid, or rnandelic acid; or 

b) an acid salt of an organic or inorganic base containing an alkali metal cation, 
an alkaline earth metal cation, an ammonium cation, an aliphatic substituted ammonium 
cation or an aromatic substituted ammonium cation. 

53. (Previously Presented) A pharmaceutical^ acceptable salt of a compound of 
claim 38 which is 

a) a basic salt of an organic acid or inorganic acid which is hydrochloric acid, 
hydrobromic acid, sulfuric acid, phosphoric acid, methanesulfonic acid, 
trifluoromethanesulfonic acid, benzenesulfonic acid, p-toluene sulfonic acid (tosylate salt), 1- 
napthalene sulfonic acid, 2-napthalene sulfonic acid, acetic acid, trifluoroacetic acid, malic 
acid, tartaric acid, citric acid, lactic acid, oxalic acid, succinic acid, fumaric acid, maleic acid, 
benzoic acid, salicylic acid, phenylacetic acid, or rnandelic acid; or 
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b) an acid salt of an organic or inorganic base containing an alkali metal cation, 
an alkaline earth metal cation, an ammonium cation, an aliphatic substituted ammonium 
cation or an aromatic substituted ammonium cation. 

54, (Previously Presented) A pharmaceuticaliy acceptable salt of a compound of 
claim 39 which is 

a) a basic salt of an organic acid or inorganic acid which is hydrochloric acid, 
hydrobromic acid, sulfuric acid, phosphoric acid, methanesulfonic acid, 
trifluoromethanesutfonic acid, benzenesulfonic acid, p-toluene sulfonic acid (tosylate salt), 1- 
napthalene sulfonic acid, 2-napthalene sulfonic acid, acetic acid, trifluoroacetic acid, malic 
acid, tartaric acid, citric acid, lactic acid, oxalic acid, succinic acid, fumaric acid, maleic acid, 
benzoic acid, salicylic acid, phenylacetic acid, or mandelic acid; or 

b) an acid salt of an organic or inorganic base containing an alkali metal cation, 
an alkaline earth metal cation, an ammonium cation, an aliphatic substituted ammonium 
cation or an aromatic substituted ammonium cation. 

55. (Original) A pharmaceutical composition comprising a compound of claim 1 
or a pharmaceuticaliy acceptable salt of a compound of formula I, and a physiologically 
acceptable carrier. 

56, (Previously Presented) A pharmaceutical composition comprising a 
compound of claim 2 and a physiologically acceptable carrier. 

57, (Previously Presented) A pharmaceutical composition comprising a 
compound of claim 33 and a physiologically acceptable carrier. 

58. (Previously Presented) A pharmaceutical composition comprising a 
compound of claim 38 and a physiologically acceptable carrier. 

59. (Previously Presented) A pharmaceutical composition comprising a 

compound of claim 39 and a physiologically acceptable carrier. 
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60- (Cancelled) 

61. (Currently Amended) A compound selected from the group consisting of 
A/i(3-te^butylphenyl)-^^ urea; 
Af.(3-ren-buty!pheny])-iV-(4-(4-acetylphenoxy)phenyl urea; 

AH5-tert-butyl-2-metl^^ urea[,]; 

( 5 -tert-buty 1-2-methoxyphenyl)- /V '-(4-( 1 ~oxo i soindolin-5 -y loxy)phenyl) urea^i 
Ar-(5-^^butyl-2-methoxyphenyl)-/^'<4-(4-methoxy-3<A^» 
methylcarbamoyl)pheiioxy)phenyl) urea; 

A/i(S^er^butyl-2-methoxyphe^ ti^a; 
^(2-methoxy-5<trifluorom^ urea[,]; 
A42~methoxy-5<trifluoromethyl)p^ 

pyridyloxy)phenyl) urea[ s ]; 

AH2~methoxy-5<trifluoromethyl)p^ urea[J; 

AK2~methoxy-5~(trifluoromet^ 

pyridyloxy)phenyl) urea[ f ]i 

AK2-methoxy-5-(trifluoromethy^ 

pyridylthio)phenyl) urea[,]; 

N-(2-methoxy~5<trifluorom^ 

pyridyloxy))phenyl) urea; 

AL(2-methoxy-5-(trifluoro^ 

pyridyloxy))pheny!) urea; 

A^(4-chloio-3Ktrifluon^ urea[J; 

AM!4-chlott>0-(trifluo 

urea[ y ]i 

AK4-chloro-3-(trifluorome^ urea; 

A^4-chloro-3-(trifluoromethy^ 

urea[,)i 

tf-(4-bromo-3^trifluoro 
urea[J; 

A^(4-bromo-3^triflxioromethyl)phenyl)-iV 
urea[J; 
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tf<4-bromo-3<trifluorometh^ 
urea[,]; 

AT-(4-bromo-3-(trifluoro^ 
pyridyloxy))phenyl) urea; 
Ar-(4-bromo-3-(trifluorom 
pyridyloxy))phenyl) urea; 
Ar-(2-methoxy-4-chloro-5-(tri^ 
pyridyloxy)phenyl) urea[Ji 
AT-(2-methoxy-4-chIoro-5Ktrifluorome^ 
pyridyloxy)phenyl) uxea[ 9 ]i 
AH>methoxy-4-chloro-5-(irifluoro 
methylcarbamoyl)(4~pyridyloxy))phenyl) urea; and 
A42~methoxy~4-chloro-5Ktriftu^ 
methylcarbamoyl)(4-pyridyioxy))phenyl) urea. 

62. (Previously Presented) A method for the treatment of a cancerous cell growth 
mediated by raf kinase, comprising administering a compound of claim 1 , 

63* (Previously Presented) A method for the treatment of a cancerous cell growth 
mediated by raf kinase, comprising administering a compound of claim 33. 

64. (Previously Presented) A method for the treatment of a cancerous cell growth 
mediated by raf kinase, comprising administering a compound of claim 38. 

65. (Previously Presented) A method for the treatment of a cancerous cell 
growth mediated by raf kinase, comprising administering a compound of claim 39, 

66. (Cancelled) 
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67. (Currently Amended) A method for the treatment of a cancerous cell growth 
mediated by raf kinase, comprising administrating a compound selected from the group 
consisting of 

^(3./er^butylphenyl)^^(4"(3-(^^-methylcarbamoyl)phenoxy)phenyl urea; 
JV-(3»^r?-butylphenyl)-N -(4-(4-acetylphenoxy)phenyl urea; 

//-(5-ter^butyl-2-mete^ urea[J; 
N-(5-tertA>utyl-2-moikiQxyphenyiyN ~(4~(1 -oxoisoindolin-5~yloxy)phenyl) urea[ Ji 
A f >(5-^r/'butyl--2-methoxyphenyi)-A^-(4-»(4^methoxy»3"'(^ 
methylcarbamoyl)phenoxy)phenyl) urea; 

tf~(5-fer^butyl-2~me^^ urea; 
AT-(2-methoxy-5-(trifluoro^ urea, 
AK2~methoxy-5-(trifluoro 
pyridyloxy)phenyl) urea; 

Ar-(2-methoxy-5-(trifluoromethyl)ph^ urea, 

W-(2-methoxy-5-(1xifluoro 

pyridyloxy)phenyl) urea; 

^(2^methoxy~5<trifluoromethyl)phenyl)-A^-(4-(2<iV-methylcarbamoyl)-4- 

pyridylthio)phenyl) urea; 
AH2-methoxy-5-(trinuoromeihyl)ph 
pyridyloxy))phenyl) urea; 
A^(2-methoxy-5<trifluoromethyl)phei^^ 
pyridyloxy))phenyl) urea; 

W-(4-chl6ro~3-(trifluoro urea, 

A^4-chloro~3^trifluoromethyl)ph 

urea; 

AK4~chloro-3-(trifluoromethy^ ureaa*** 

A^4-chloro~3-(trifluoromethyl)pte 

urea; 

AT-(4-bromo»3-(irifluorome^ 
urea; 

tf^4-bromo-3-(trifluorometo^^ 
urea; 
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A^-(4-bromo-3Ktrifluoromethyl)phenyl)-A r f -(3-(2-(A^-methylcarbamoyl)-4-pyridylthio)phenyl) 
urea; 

A44-bromo-3-(txi£luoromethy^ 

pyridyloxy))phenyl) urea; 

AH[4-bromo-3~(trifl^^ 

pyridyloxy))phenyl) urea; 

jV-(2-methoxy-4-chloro-5-(triflu^ 

pyridyloxy)phenyl) urea; 

M(2-methoxy-4-chloro-5^ 

pyridyloxy)phenyl) urea; 

A^2~methoxy~4~chloro-5-(trifluorom 

methylcarbamoyl)(4-pyridyioxy))phenyl) urea; and 

A^2-methoxy-4-chloro^ 

methylearbamoyl)(4-pyridyloxy))phenyi) urea. 

68. (Previously Presented) A compound of Formula I: 
A - D - B (I) 
or a pharmaceutically acceptable salt thereof, wherein 
D is -NH-C(0)-NH-, 
A is a substituted moiety of the formula: 

-L-M-L 1 , 

wherein L is 

phenyl, optionally substituted with 1-3 substituents independently selected from the 
group consisting of C t -C 5 linear or branched alkyl, C^C 5 linear or branched haloalkyl up to 
perhalo, C r C 3 alkoxy, C r C 3 haloalkoxy up to per haloalkoxy, hydroxy, amino, CrC 3 
alkylamino, CVC6 dialkylamino, halogen, cyano, and nitro; 

L 1 comprises a substituted cyclic moiety which is 

(i) phenyl, optionally substituted with 1-3 substituents independently selected from 
the group consisting of R 7 , OR 7 , NR 7 R r , C(0)R\ C(0)OR 7 , C(0)NR 7 R r , NR 7 C(0)R 7 \ 
NR 7 C(0)OR r , halogen, cyano and nitro; 

(ii) pyridinyl optionally substituted with 1-3 substituents independently selected from 
the group consisting of R 7 , OR 7 , NR 7 R 7 ', C(0)R 7 , C(0)OR 7 ? C(0)NR 7 R 7 \ NR 7 C(0)R 7 ', 
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NR 7 C(0)OR r , halogen, cyano and nitro; C(0)OR 7 , C(0)NR 7 R 7 \ NR 7 C(0)R 7 \ 
NR 7 C(0)OR 7> , halogen, cyano and nitro; and 

wherein L l is substituted by ~C(0)R x 

wherein R x is K z or NR a R b and R* and R b are 

a) independently R z or -OSi(Rf) 3 ; or 

b) combined together to form a 5-7 member heterocyclic structure of 1-3 
heteroatoms selected from N> S and O, optionally substituted by halogen, hydroxy or 

Ry; OF 

c) one of R a or R b is -C(O)-, a CVC 5 divalent alkylene group or a substituted 

d-C 5 divalent alkylene group bound to the moiety V to form a cyclic structure with 
at least 5 members, wherein the substituents of the substituted 

C r C 5 divalent alkylene group are selected from the group consisting of halogen, 
hydroxy, and R y ; 
M is -O- 

B is 

(i) phenyl, optionally substituted with 1-3 substituents independently selected from 
the group consisting of R 7 , OR 7 , NR 7 R 7 \ C(0)R 7 , C(0)OR 7 , C(0)NR 7 R 7 ', NR 7 C(0)R 7 ', 
NR 7 C(0)OR 7 ' halogen, cyano, and nitro; or 

(ii) pyridinyl optionally substituted with 1-3 substituents independently selected from 
the group consisting of R 7 , OR 7 , NR 7 R 7 \ C(0)R 7 , C(0)OR 7 , C(0)NR 7 R r , NR 7 C(0)R 7 \ 
NR 7 C(G)OR r , halogen, cyano, and nitro; and 

each R 7 , R 7 \ R z and Rf is independently 

(a) hydrogen, 

(b) Cj-Q linear, branched, or cyclic alkyl, optionally substituted with 1-3 substituents 
independently selected from the group consisting of C r C 5 linear or branched alkyl, up to 
perhalo substituted CrC 5 linear or branched alkyl, C|-C 3 alkoxy and hydroxy; 

(c) C1-C6 alkoxy, optionally substituted with 1-3 substituents independently selected 
from the group consisting of C1-C5 linear or branched alkyl, up to perhalo substituted C1-C5 
linear or branched alkyl, C1-C3 alkoxy, hydroxy and halogen; 

(d) phenyl, optionally substituted with 1-3 substituents independently selected from 
the group consisting of Ci-C 5 linear or branched alkyl, up to perhalo substituted C1-C5 linear 
or branched alkyl, C1-C3 alkoxy, hydroxy and halogen, 
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(e) 5-6 membered monocyclic heteroaryl having 1-4 heteroatoms selected from the 
group consisting of O, N and S or 8-10 membered bicyclic heteroaryl having 1-6 heteroatoms 
selected from the group consisting of O, N and S, optionally substituted with 1-3 substituents 
independently selected from the group consisting of CrC 5 linear or branched alkyl, up to 
perhalo substituted Ci~C 5 linear or branched alkyl, C r C 3 alkoxy, hydroxy and halogen, 

(f) C1-C3 alkyl-phenyl, optionally substituted with 1-3 substituents independently 
selected from the group consisting of C\~C$ linear or branched alkyl, up to perhalo substituted 
C1-C5 linear or branched alky!, C1-C3 alkoxy, hydroxy and halogen; and 

(g) up to per-halo substituted Ci~C 5 linear, branched or cyclic alkyl, and where not 
per-halo substituted, optionally substituted with 1-3 substituents independently selected from 
the group consisting of C1-C5 linear or branched alkyl, up to perhalo substituted Ci-Cs linear 
or branched alkyl, C1-C3 alkoxy and hydroxy. 

69, (Cancelled) 

70, (Cancelled) 

71, (Cancelled) 

72, (Cancelled) 

73, (Previously Presented) A compound of claim 68 wherein the substituents of 
the substituted structures of L are selected from the group consisting of methyl, 
triflouromethyl, ethyl, n-propyl, n-butyl, n-pentyl, i-propyl, t-butyl, methoxy, ethoxy, 
propoxy, CI, Br, F, cyano, nitro, hydroxy, amino, methylamino, dimethylarmno, ethylamino 
and diethylamino. 

74, (Previously Presented) A compound of claim 68 wherein the substituents of 
the substituted structures of B and L l are independently selected from the group consisting of 
methyl, triflouromethyl, ethyl, n-propyI s n-butyl, n-pentyl, isopropyl, rerj-butyl, sec-butyl, 
isobutyl, cyclopropyl, cyclobutyi, cyclopentyl, methoxy, ethoxy, propoxy, CI, Br and F, 
cyano, nitro, hydroxy, amino, methylamino, dimethylammo, ethylamino and diethylamino. 

75, (Cancelled) 
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76. (Previously Presented) A compound as in claim 68 wherein B, L and L 1 
follow one of the following of combinations: 

B= phenyl, L=^phenyl and V is phenyl, 
B= phenyl, L=phenyl and L 1 is pyridinyl, 
B=pyridinyl, L~ phenyl and L l is phenyl, 
B^yridinyl, L==phenyl and L 1 is pyridinyl, 

77. (Previously Presented) A pharmaceutical composition for the treatment of a 
cancerous cell growth comprising a compound of claim 68 or a pharmaceutical^ acceptable 
salt of a compound of formula I and a physiologically acceptable carrier. 

78. (Cancelled) 

79. (Cancelled) 

80. (Previously Presented) A pharmaceutical composition for the treatment of a 
cancerous cell growth as in claim 77 wherein the pharmaceutically acceptable salt is 

a) a basic salt of an organic acid or an inorganic acid which is hydrochloric acid, 
hydrobromic acid, sulfuric acid, phosphoric acid, methanesulfonic acid, 
iTifluoromethanesulfonic acid, benzenesulfonic acid, p-toluene sulfonic acid (tosylate salt), 1- 
napthalene sulfonic acid, 2-napthalene sulfonic acid, acetic acid, trifluoro acetic acid, malic 
acid ? tartaric acid, citric acid, lactic acid, oxalic acid, succinic acid, fumaric acid, maleic acid, 
benzoic acid, salicylic acid, phenylacetic acid, or mandelic acid; or 

b) an acid salt of an organic or inorganic base containing an alkali metal cation, 
an alkaline earth metal cation, an ammonium cation, an aliphatic substituted ammonium 
cation or an aromatic substituted ammonium cation, 

81. (Cancelled) 

82. (Cancelled) 

83. (Currently Amended) A compound of Formula I; 

A - D - B (I) 
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or a pharmaceutical ly acceptable salt thereof, wherein 
D is -NH^C(0)-NH-. 

A is a substituted moiety of up to 40 carbon atoms of the formula: -L~(M~lJ ) q , 
where L is a 6 membered cyclic structure, which is substituted phenyl or unsubstituted 
phenyl, bound directly to D, L 1 comprises a substituted cyclic moiety having at least 5 
members which is phenyl or pyridinyl, 

M is one or more bridging groups selected from the group consisting of -O, -S-, z 
NR 7 - 44(RV where R 7 is hydrogen, q is an integer of from 1-3; and 

B is a substituted or unsubstituted, up to tricyclic aryl or heteroaryl moiety of up to 
30 carbon atoms with at least one 6~member cyclic structure bound directly to D which is 
phenyl or pyridinyl, 

wherein L 1 is substituted by ~S(0) 2 R x » 

R z is hydrogen or a carbon based moiety of up to 30 carbon atoms optionally 
containing heteroatoms selected from N, S and O, which is Cu\o alkyl, Cmo alkoxy, Cmo 
cycloalkyl having 0-3 heteroatom, C 2 .10 alkenyl, Ci- i0 alkenoyl, C 6 -!2 aryl, C3 -C l2 hetaryl 
having 1-3 heteroatoms selected from, S, N and O, C7-24 alkaryl, C 7 ~ 2 4 or aralkyl, and 
optionally substituted by halogen, hydroxy and carbon based substituents of up to 24 carbon 
atoms, which optionally contain heteroatoms selected from N, S and O, which are C^io alkyl, 
C3.12 cycloalkyl having 0-3 heteroatoms selected from O, S and N, C3.12 hetaryl having 1-3 
heteroatoms selected from N, S and O, Cj. l0 alkoxy, C 6 -\2 aryl, Ci-6 halo substituted alkyl up 
to per halo alkyl, C 6 -Cf 2 halo substituted aryl up to per halo aryl, C3-C12 halo substituted 
cycloalkyl up to per halo cycloalkyl having 0-3 heteroatoms selected from N, S and O, halo 
substituted C3-C12 hetaryl up to per halo hetaryl having 1-3 heteroatoms selected from O, N 
and S, halo substituted C7-C24 aralkyl up to per halo aralkyl, halo substituted C 7 ~C 24 alkaryl 
up to per halo alkaryl, or -C(0)R g ; 

R x is R* or NR a Rb where R a and R b are 

a) i ndep endently hydro gen, 

a carbon based moiety of up to 30 carbon atoms optionally containing 
heteroatoms selected from N, S and O, which is Ci -Cio alkyl, Cj-Cio alkoxy, C3-10 
cycloalkyl, C 2 -io alkenyl, Cmo alkenoyl, C 6 -i2 aryl 5 C 3 . !2 hetaryl having 1-3 heteroatoms 
selected from O, N and S, C^ }2 cycloalkyl having 0-3 heteroatoms selected from N, S and O, 
C 7 . 2 4 aralkyl, or C 7 -C 24 alkaryl, and is optionally substituted by halogen, hydroxy and carbon 
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based substituents of up to 24 carbon atoms, which optionally contain heteroatoms selected 
from N, S and O, which are Cmo alkyl, C3-12 cycloalkyi having 0-3 heteroatoms selected from 
O, S and N, C3-12 hetaryl having 1-3 heteroatoms selected from N, S and O, Cmo alkoxy, Ce- 
12 aryl, C|. 6 halo substituted alkyl up to per halo alkyi, C 6 -C n halo substituted aryl up to per 
halo aryl, C3-C12 halo substituted cycloalkyi having 0-3 heteroatoms selected from N, S and 
O, up to per halo cycloalkyi, halo substituted C 3 -C| 2 hetaryl up to per halo hetaryl, halo 
substituted C7-C24 aralkyl up to per halo aralkyl, halo substituted C7-C24 alkaryl up to per halo 
alkaryl, or -C(0)R e and are optionally substituted by halogen, or 

-OSi(Rr)3 where Rf is hydrogen or a carbon based moiety of up to 24 carbon 
atoms optionally containing heteroatoms selected from N, S and O, which is Cmo alkyl, Cmo 
alkoxy, C 3 -C l0 cycloalkyi having 0-3 heteroatoms selected from O, S and N, Cm 2 aryl, C 3 - 
C12 hetaryl having 1-3 heteroatoms selected from O, S and N, or C7-24 aralkyl, and optionally 
substituted by halogen, hydroxy and carbon based substituents of up to 24 carbon atoms, 
which optionally contain heteroatoms selected from N, S and O, which are Cmo alkyl, C3-12 
cycloalkyi having 0-3 heteroatoms selected from O, S and N, C 3 -i2 hetaryl having 1-3 
heteroatoms selected from N, S and O, Cmo alkoxy, C6-12 aryl, C 7 -C 2 a alkaryl, C 7 -C 24 
aralkyl, Cj-6 halo substituted alkyl up to per halo alkyl, C 6 -Ci 2 halo substituted aryl up to per 
halo aryl, C 3 ~C] 2 halo substituted cycloalkyi having 0-3 heteroatoms selected from N, S and 
O, up to per halo cycloalkyi, halo substituted C3-C12 hetaryl up to per halo hetaryl, halo 
substituted C7-C24 aralkyl up to per halo aralkyl, halo substituted C7-C24 alkaryl up to per halo 
alkaryl, or -C(0)R g , or 

b) R* and R b together form a 5-7 member heterocyclic structure of 1-3 
heteroatoms selected from N, S and O, optionally substituted by halogen, hydroxy or carbon 
based substituents of up to 24 carbon atoms, which optionally contain heteroatoms selected 
from N, S and O, which are Cmo alkyl, C3-12 cycloalkyi having 0-3 heteroatoms selected from 
O, S and N, C3-12 hetaryl having 1-3 heteroatoms selected from N, S and O, Cmo alkoxy, Ce- 
12 aryl, C 7 -C 24 alkaryl, C 7 -C 24 aralkyl, halo substituted Ci^ alkyl up to per halo alkyl, halo 
substituted C«s-C 12 aryl up to per halo aryl, halo substituted C3-C12 cycloalkyi having 0-3 
heteroatoms selected from N, S and O y up to per halo cycloalkyi, halo substituted C3-C12 
hetaryl up to per halo hetaryl, halo substituted C 7 -C 24 aralkyl up to per halo aralkyl, halo 
substituted C 7 -C 24 alkaryl up to per halo alkaryl, or -C(Q)R g , or 
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c) one of or R b is -C(0)~ t a CVC $ divalent alkylene group or a substituted 
C r C 5 divalent alkylene group bound to the moiety L to form a cyclic structure with at least 5 
members, wherein the substituents of the substituted C|-C$ divalent alkylene group are 
selected from the group consisting of halogen, hydroxy, and carbon based substituents of up 
to 24 carbon atoms, which optionally contain heteroatoms selected from N, S and O, which 
are Ci-io alkyl, C 3 „i 2 cycloalkyl having 0-3 heteroatoms selected from O s S and N, C3-12 
hetaryl having 1-3 heteroatoms selected from N, S and O, Ci-fo alkoxy, C^-m aryl, C 7 -C24 
alkaryU C 7 ~C 24 aralkyl, C K6 halo substituted alkyl up to per halo alkyl, Ce>-C 12 halo 
substituted aryl up to per halo aryl, C 3 -C !2 halo substituted cycloalkyl having 0-3 heteroatoms 
selected from N, S and O, up to, per halo cycloalkyl, halo substituted C 3 ~Ci 2 hetaryl up to per 
halo hetaryl, halo substituted C 7 -C 24 aralkyl up to per halo aralkyl, halo substituted C 7 -C 24 
alkaryl up to per halo alkaryi, or -C(0)R gJ 

where B is substituted, L is substituted or L 1 is additionally substituted, the 
substituents are selected from the group consisting of halogen, up to per-halo, and Wn, where 
n is 0-3; 

wherein each W is independently selected from the group consisting of -CN, -COzR 7 , 
-C(0)NR 7 R 7 , ~C(0)-R 7 , -N0 2 , -OR 7 , »SR 7 , -NR 7 R 7 , -NR 7 C(0)OR 7 , -NR 7 C(0)R 7 , ~Q~Ar, and 
carbon based moieties of up to 24 carbon atoms, optionally containing heteroatoms selected 
from N, S and O, which are C1-C10 alkyl, C\~C\o alkoxy, C 2 -Cjo alkenyl, C1-C10 alkenoyl, C 3 - 
C10 cycloalkyl having 0-3 heteroatoms selected from O, S and N, C^C\ 4 aryl, C7-C24 alkaryl, 
C 7 -C 2 4 aralkyl, C3-C12 heteroaryl having 1-3 heteroatoms selected from O, N and S, or C4- 
C23 alkheteroaryl having 1-3 heteroatoms selected from O, N and S, and optionally 
substituted by one or more substituents independently selected from the group consisting of - 
CN, -C0 2 R\ -C(0)R 7 , -C(0)NR 7 R 7 , -OR 7 , -SR 7 S -NR 7 R 7 , -NO2, -NR 7 C(0)R 7 , -NR 7 C(0)OR 7 
and halogen up to per-halo; with each R 7 independently selected from H or a carbon based 
moiety of up to 24 carbon atoms, optionally containing heteroatoms selected from N, S and 
O, which are C1-C10 alkyl, C1-C10 alkoxy, C 2 -Ci 0 alkenyl, Q-Cio alkenoyl, Qj-Cto cycloalkyl 
having 0-3 heteroatoms selected from O, S and N, C<$-Ci 4 aryl, C3-C13 hetaryl having 1-3 
heteroatoms selected from O, N and S, C7-C14 alkaryl, C 7 -C 24 aralkyl, or C4-C23 alkheteroaryl 
having 1-3 heteroatoms selected from O, N and S, and optionally substituted by halogen, 
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wherein Q is -O-, -S-, ~N(R 7 )- ? -(CH 2 ) m -, -C(O)-, -CH(OH)-, -(CH 2 ) m O- s -(CH 2 ) m S-, 
~(CH 2 ) m N(R 7 )-, -0(CH 2 ) m - CHX\ -CXV, -S-(CH 2 ) m - and ~N(R 7 )(CH 2 ) m -, where m- i-3, 
and X a is halogen; and 

Ar is a 5- or 6-member aromatic structure containing 0-2 members selected from the 
group consisting of nitrogen, oxygen and sulfur, which is optionally substituted by halogen, 
up to per-halo, and optionally substituted by Z^i, wherein nl is 0 to 3 and each Z is 
independently selected from the group consisting of -CN, ~C0 2 R 7 , ^C(0)R 7 , ~C(0)NR 7 R 7 , 
~N0 2 , -OR 7 , - SR 7 -NR 7 R 7 , -NR 7 C(0)OR 7 , -NR 7 C(0)R 7 , and a carbon based moiety of up to 
24 carbon atoms, optionally containing heteroatoms selected from N, S and O, which is C r 
Cio alkyl, Ct-Cio alkoxy, C2-C10 alkenyl, Ci-Cio alkenoyl, C 3 -C 10 cycloalkyl having 0-3 
heteroatoms selected from O, N and S, C6-C l4 aryl, or C3-C13 hetaryl having 1-3 heteroatoms 
selected from O, N and.S, and optionally substituted by one or more substituents selected 
from the group consisting of -CN, -C0 2 R 7 , -COR 7 , -C(0)NR 7 R 7 , -OR 7 , -SR 7 , -N0 2 , -NR 7 R 7 , 
-NR 7 C(0)R 7 , and -NR 7 C(0)OR 7 , with R 7 as defined above, 

where R g is C M0 alkyl; -CN, -C0 2 R<i, -OR4, -SRd, -N0 2 , ~NR<jRe, 
-NR^ C(0)ORe and -NR4 C(0)Re, and R4 and Rc are independently selected from the group 
consisting of hydrogen, Cmo* alkyl, Cmg alkoxy, C3.10 cycloalkyl having 0-3 heteroatoms 
selected from O, N and S, C6-i 2 aryl, C3-Cj 2 hetaryl with 1-3 heteroatoms selected from O, N 
and S and C?-C 2 4 aratkyl, C7 -C 2 4 alkaryl, up to per halo substituted Ci-Cjo alkyl, up to per 
halo substituted C 3 -Cio cycloialkyl having 0-3 heteroatoms selected from O, N and S, up to 
per halo substituted C$ -Cm aryl, up to per halo substituted C3 -C| 2 hetaryl having 1-3 
heteroatoms selected from O, N, and S, halo substituted C 7 -C 24 alkaryl up to per halo alkaryl, 
and up to per halo substituted C7-C24 aralkyl. 

84, (Currently Amended) A compound of Formula I: 
A - D - B (I) 
or a pharmaceutical^ acceptable salt thereof, wherein 
D is -NH-C(0)-NH- > 

A is a substituted moiety of up to 40 carbon atoms of the formula: -L-(M-L* ) q , 
where L is a 6 membered cyclic structure, which is substituted phenyl or unsubstituted 
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phenyl, bound directly to D, L ! comprises a substituted cyclic moiety having at least 5 
members which is phenyl or pyridinyl, 

M is one or more bridging groups selected from the group consisting of -O-, -S-, and 
~NR 7 ~ -N^R*}- wherein R 7 is hydrogen, q is an integer of from 1-3; and 

B is a substituted or unsubstituted, up to tricyclic aryl or heteroaryl moiety of up to 
30 carbon atoms with at least one 6-member cyclic structure bound directly to D which is 
phenyl or pyridinyl, 

wherein L 1 is substituted by -C(KR y )R z? 

R z is hydrogen or a carbon based moiety of up to 30 carbon atoms optionally 
containing heteroatoms selected from N, S and O, which is Cmo alkyl, Cmo aikoxy, C 3 - i0 
cycloaikyl having 0-3 heteroatom, C 2 -10 alkenyl, Ci-io alkenoyl, C 6 ~i2 aryl, C 3 -C !2 hetaryl 
having 1-3 heteroatoms selected from, S s N and O, Cy- 24 alkaryl, C 7 ~24 or aralkyl, and 
optionally substituted by halogen or hydroxy; 

R t is hydrogen or a carbon based moiety of up to 30 carbon atoms optionally 
containing heteroatoms selected from N, S and O, which is Ci-io alkyl, Cmo alkoxy, C3-10 
cycloaikyl having 0-3 heteroatom, C 2 .10 alkenyl, C M0 alkenoyl, C 6 -i2 aryl, C 3 -C\ 2 hetaryl 
having 1-3 heteroatoms selected from, S, N and O, C7.24 alkaryl, C7-24 or aralkyl, and 
optionally substituted by halogen, hydroxy and carbon based substituents of up to 24 carbon 
atoms, which optionally contain heteroatoms selected from N, S and O, which are Cmo alkyl, 
C3-12 cycloaikyl having 0-3 heteroatoms selected from O, S and N, C3.12 hetaryl having 1-3 
heteroatoms selected from N, S and O, Cmo alkoxy, C 6 -i2 aryl, d- 6 halo substituted alkyl up 
to per halo alkyl, C6-C12 balo substituted aryl up to per halo aryl ? C 3 -Ci2 halo substituted 
cycloaikyl up to per halo cycloaikyl having 0-3 heteroatoms selected from N, S and O, halo 
substituted C 3 -C} 2 hetaryl up to per halo hetaryl having 1-3 heteroatoms selected from O, N 
and S, halo substituted C7-C24 aralkyl up to per halo aralkyl, halo substituted C7-C24 alkaryl 
up to per halo alkaryl, or -C(0)R g ; 

R x is Rz or NR a Rb where R a and R b are 

a) independently hydrogen, 

a carbon based moiety of up to 30 carbon atoms optionally containing 
heteroatoms selected from N, S and O, which is Ci -C10 alkyl, C1-C10 alkoxy, C 3 -io 
cycloaikyl, C2-10 alkenyl, Cmo alkenoyl, C 6 -i2 aryl, C3-12 hetaryl having 1-3 heteroatoms 
selected from O, N and S, C3-12 cycloaikyl having 0-3 heteroatoms selected from N, S and O, 
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C 7 .24 aralkyl, or C?-C 24 alJkaryl, and is optionally substituted by halogen, hydroxy and carbon 
based substituents of up to 24 carbon atoms, which optionally contain heteroatoms selected 
from N, S and O, which are Cmo alkyl, C3-12 cycloalkyl having 0-3 heteroatoms selected from 
O, S and N, C 3 ^2 hetaryl having 1-3 heteroatoms selected from N, S and O, C^o alkoxy, C 6 - 
12 aryl, C*. 6 halo substituted alkyl up to per halo alkyl, Ct~Cn halo substituted aryl up to per 
halo aryl, C3-C12 halo substituted cycloalkyl having 0-3 heteroatoms selected from N, S and 
O, up to per halo cycloalkyl, halo substituted C 3 -C {2 hetaryl up to per halo hetaryl, halo 
substituted C 7 -C 2 4 aralkyl up to per halo aralkyl, halo substituted C 7 -C 2 4 alkaryl up to per halo 
atkaryl, or -C(0)R g and are optionally substituted by halogen, or 

-OSi(Rf)3 where R r is hydrogen or a carbon based moiety of up to 24 carbon 
atoms optionally containing heteroatoms selected from N, S and O, which is C^q alkyl, Cmo 
alkoxy, C3-C10 cycloalkyl having 0-3 heteroatoms selected from O, S and N, C 6 -i2 aryl, C3- 
C\ 2 hetaryl having 1-3 heteroatoms selected from O, S and N, or C?~24 aralkyl, and optionally 
substituted by halogen, hydroxy and carbon based substituents of up to 24 carbon atoms, 
which optionally contain heteroatoms selected from N, S and O, which are Clio alkyl, C3-12 
cycloalkyl having 0-3 heteroatoms selected from O, S and N, C3-12 hetaryl having 1-3 
heteroatoms selected from R> S and O, Ci-10 alkoxy, C 6 -i2 aryl, C 7 -C 2 4 alkaryl, C? -C24 
aralkyl, C\-6 halo substituted alkyl up to per halo alkyl ? C6~Ci2 halo substituted aryl up to per 
halo aryl, C3-C12 halo substituted cycloalkyl having 0-3 heteroatoms selected from N, S and 
O, up to per halo cycloalkyl, halo substituted C3-Cj 2 hetaryl up to per halo hetaryl, halo 
substituted C7-C24 aralkyl up to per halo aralkyl, halo substituted CVC24 alkaryl up to per halo 
alkaryl, or -C(0)R gJ or 

b) R a and R b together form a 5-7 member heterocyclic structure of 1-3 
heteroatoms selected from N, S and O, optionally substituted by halogen, hydroxy or carbon 
based substituents of up to 24 carbon atoms, which optionally contain heteroatoms selected 
from N, S and O, which are C M o alkyl, C3-12 cycloalkyl having 0-3 heteroatoms selected from 
O, S and N, C342 hetaryl having 1-3 heteroatoms selected from N, S and O, C^o alkoxy, C6- 
n aryl, C 7 -C24 alkaryl, C 7 -C24 aralkyl, halo substituted C1-6 alkyl up to per halo alkyl, halo 
substituted C6~Ci2 aryl up to per halo aryl, halo substituted C3~Ci2 cycloalkyl having 0-3 
heteroatoms selected from N, S and O, up to per halo cycloalkyl, halo substituted C3-C12 
hetaryl up to per halo hetaryl, halo substituted C7-C24 aralkyl up to per halo aralkyl, halo 
substituted C 7 -C 2 4 alkaryl up to per halo alkaryl, or -C(0)R g , or 
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c) one of R a or R b is -C(O)-, a C1-C5 divalent alkyiene group or a substituted 
C1-C5 divalent alkyiene group bound to the moiety L to form a cyclic structure with at least 5 
members, wherein the substituents of the substituted C1-C3 divalent alkyiene group are 
selected from the group consisting of halogen, hydroxy, and carbon based substituents of up 
to 24 carbon atoms, which optionally contain heteroatoms selected from N, S and O, which 
are Cmo alkyl, C^ 2 cyctoalkyl having 0-3 heteroatoms selected from O, S and N, C3.12 
hetary! having 1-3 heteroatoms selected from N, S and O, Cmo alkoxy, C^w aryl, C 7 ~C 24 
alkaryl, C 7 -C 24 aralkyl, C\* halo substituted alkyl up to per halo alkyl, C 6 -C l2 halo 
substituted aryl up to per halo aryl, C3-C12 halo substituted cycloalkyl having 0-3 heteroatoms 
selected from N, S and O, up to per halo cycloalkyl, halo substituted C 3 -C 12 hetaryl up to per 
halo hetaryl, halo substituted C 7 -C 24 aralkyl up to per halo aralkyl, halo substituted C 7 -C 2 4 
alkaryl up to per halo alkaryl, or -C(0)R g9 

where B is substituted, L is substituted or L 1 is additionally substituted, the 
substituents are selected from the group consisting of halogen, up to per-halo, and Wn, where 
n is 0-3; 

wherein each W is independently selected from the group consisting of -CN, -C0 2 R 7 , 
~C(0)NR 7 R 7 , -C(0>R 7 , -NO2, »OR 7 , -SR 7 , -NR 7 R 7 , -NR 7 C(0)OR 7 , -NR 7 C(0)R 7 , -Q-Ar, and 
carbon based moieties of up to 24 carbon atoms, optionally containing heteroatoms selected 
from N, S and O, which are C1-C10 alkyl, C r C 10 alkoxy, C 2 -C !0 alkenyl, C1-C10 alkenoyl, C3- 
C10 cycloalkyl having 0-3 heteroatoms selected from O, S and N, G5-C14 aryl, C 7 -C 2 4 alkaryl, 
C 7 -C24 aralkyl, C 3 -C i2 heteroaryl having 1-3 heteroatoms selected from O, N and S, or C 4 ~ 
C 2 y alkheteroaryl having 1-3 heteroatoms selected from O, N and S, and optionally 
substituted by one or more substituents independently selected from the group consisting of - 
CN, -C0 2 R 7 , -C(0)R 7 , -C(0)NR 7 R 7 , -OR 7 , ~SR 7 , -NR 7 R 7 , -N0 2> -NR 7 C(0)R 7 , ~NR 7 C(0)OR 7 
and halogen up to per-halo; with each R 7 independently selected from H or a carbon based 
moiety of up to 24 carbon atoms, optionally containing heteroatoms selected from N, S and 
O, which are C1-C10 alkyl, Cj-Cio alkoxy, C 2 -Cio alkenyl, d-do alkenoyl, C 3 -do cycloalkyl 
having 0-3 heteroatoms selected from O, S and N, C 6 -Ci4 aryl, C3-C13 hetaryl having 1-3 
heteroatoms selected from O, N and S, C7-C14 alkaryl, C 7 -C 24 aralkyl, or C 4 -C 23 alkheteroaryl 
having 1-3 heteroatoms selected from O, N and S, and optionally substituted by halogen, 
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wherein Q is -0-> -S-, -N(R 7 )-, -(CH 2 ) m -, -C(O)-, -CH(OH)-, -(CH 2 ) m O-> -(CH 2 ) m S-, 
~(CH 2 ) m N(R 7 )^ -0(CH 2 ) m - CHX*-, -CXV. -S~(CH 2 ) m - and -N(R 7 )(CH 2 ) m ~, where in- 1-3, 
and X* is halogen; and 

Ar is a 5- or 6-m ember aromatic structure containing 0-2 members selected from the 
group consisting of nitrogen, oxygen and sulfur, which is optionally substituted by halogen, 
up to per-halo t and optionally substituted by Z n] , wherein n I is 0 to 3 and each Z is 
independently selected from the group consisting of -CN, -C0 2 R 7 ? ~C(0)R 7 , -C(0)NR 7 R 7 , 
-N0 2 , -OR 7 , - SR 7 -NR 7 R 7 , -NR 7 C(0)OR 7 , -NR 7 C(0)R 7 , and a carbon based moiety of up to 
24 carbon atoms, optionally containing heteroatoms selected from N, S and O, which is d- 
Cto alkyl, C r Cto alkoxy, C 2 -Cto alkenyl, Ci-C i0 alkenoyl, C 3 ~Ci 0 cycloalkyi having 0-3 
heteroatoms selected from O, N and S, C 6 »Ci 4 aryl, or C 3 -C )3 hetaryl having 1-3 heteroatoms 
selected from O, N and S, and optionally substituted by one or more substituents selected 
from the group consisting of -CN, ~C0 2 R 7 , -COR 7 , -C(0)NR 7 R 7 , -OR 7 , ~3R 7 , -N0 2? -NR 7 R 7 , 
-NR 7 C(0)R 7 , and -NR 7 C(0)OR 7 , with R 7 as defined above, 

where R g is Cmo alkyl; -CN, ~C0 2 R d , -OR^, -SRd, -N0 2 , -C(0)R^, -NRdR* 
-NR^ C(0)OR* and -NR<) C(0)R*, and R^ and Re are independently selected from the group 
consisting of hydrogen, Cmo, alkyl, Cmo alkoxy, C3.10 cycloalkyi having 0-3 heteroatoms 
selected from O, N and S ? C 6 -n aryl, C3-C12 hetaryl with 1-3 heteroatoms selected from O, N 
and S and C 7 -C 24 aralkyl, C 7 ~C 24 alkaryl, up to per halo substituted C1-C10 alkyl, up to per 
halo substituted C 3 -C10 cycloalkyi having 0-3 heteroatoms selected from O, N and S, up to 
per halo substituted C 6 -Cu aryl, up to per halo substituted C 3 -Cj 2 hetaryl having 1-3 
heteroatoms selected from O, N, and S, halo substituted C 7 -C 24 alkaryl up to per halo alkaryl, 
and up to per halo substituted C7-C24 aralkyl. 
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This listing of claims will replace all prior versions, and listings, of claims in the application: 
Listing of Claims : 

1. (Currently Amended) A method for treating a disease in a human or 

other mammal mediated by a VEGF-induced signal transduction pathway, wherein the 
disease that is treated is one or more of the following conditions: retinopathy and retinopathy 

of prematurity, comprising administering to a human, or other m in need thereof a 

compound of Formula I, a salt form of a compound of Formula I, an isomer of a compound of 
Formula I or a prodrug of a compound of Formula I to regulate a VEGF-mediated signal 
transduction cascade, 

A-HH~C(0)-NH-B I 
wherein A is selected from the group consisting of 

(i) phenyl, optionally substituted with 1-3 substituents independently selected 
from the group consisting of R l , OR 1 , NR l R 2 , S(0) q R*, S0 2 NR l R 2 , NR 1 SG 2 R 2 7 C(0)R\ 
C(0)OR l , C(0)NR ! R 2 , NR 1 C(0)R 2 , NR 1 C(0)OR 2 , halogen, cyano, and nitro; 

(ii) naphthyl, optionally substituted with 1-3 substituents independently selected 
from the group consisting of R 1 , OR 1 , NR^ 2 , S(0),R.\ S0 2 NR ] R 2 , NR^OaR 2 , C(0)R ! , 
C(0)GR\ C(0)NR l R 2 , NR 1 C(G)R 2 , NR'C(0)OR 2 , halogen, cyano, and nitro; 

(iii) 6 membered monocyclic heteroaryl groups, having 1-3 heteroatoms 
independently selected from the group consisting of O, N and S, optionally substituted with 
1-3 substituents independently selected from the group consisting of R\ OR 1 , NR ] R 2 , 
S(0) q R\ SOzN^R 3 , NR J S0 2 R 2 , C(0)R\ C(0)OR\ C(0)NR l R 2 , NR ! C(0)R 2 , NR l C(0)0R 2 , 
halogen, cyano, and nitro; and 

-2- 
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(iv) 10 membered tricyclic heteroaryl groups in which the first ring is bonded to 
the NH of Figure I and contains 1-3 heteroatoms independently selected from the group 
consisting of O, N, and S, and the second ring is fused to the first ring using 3 to 4 carbon 
atoms, the bicyclic heteroaryl group is optionally substituted with 1-3 substituents 
independently selected from the group consisting ofR 1 , OR 1 , NR 3 R 2 , S(0) q R\ S0 2 NR 1 R 2 J 
NR ] S0 2 R 2 t C(0)R\ C(0)OR l , C(0)NR ! R 3 , NR 1 C(0)R 2 > NR 1 C(0)OR 2 , halogen, cyano, and 
nitro, 

B is selected from the group corisistihg of 

(i) phenyl, substituted with 1-2 substituents independently selected from the 
group consisting of -L-M, optionally substituted with C1-C5 linear or branched alkyl, CrC 5 
linear or branched haloalkyi, Ct-C 3 alkoxy, hydroxy, amino, C1-C3 alkylamino, C r C 6 
dialkylamino, halogen, cyano, and nitro; 

(ii) naphthyl, substituted with 1-2 substituents independently selected from the 
group consisting of -L-M, optionally substituted with Ci-C 5 linear or branched alky], C1-C5 
linear or branched haloalkyi, C1-C3 alkoxy, hydroxy, amino, C1-C3 alkylamino, Ci-Ce 
di alkylamino, halogen, cyano, and nitro; 

(iii) 6 membered monocyclic heteroaryl groups, having 1-3 heteroatoms 
independently selected from the group consisting of O, N and S, substituted with 1-2 
substituents independently selected from the group consisting of -L-M, optionally substituted 
with C1-C5 linear or branched aikyl, C1-C5 linear or branched haloalkyi, C1-C3 alkoxy, 
hydroxy, amino, C K C 3 alkylamino, d-C 6 dialkylamino, halogen, cyano, and nitro; 

(iv) 10 membered bicyclic heteroaryl groups having 1-6 heteroatoms 
independently selected from the group consisting of O, N and S, substituted with 1-2 
substituents independently selected from the group consisting of -L-M, optionally substituted 

-3 - 
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with C1-C5 linear or branched alkyl, C1-C5 linear or branched haloalkyl, C1-C3 alkoxy, 
hydroxy, amino, C1-C3 alkylamino, Cj-Cg dialkylamino, halogen, cyano, and nitro; 
L is selected from the group consisting of: 

(a) -(CH 2 ) m -0-(CH 2 )i-, ' 

(b) -(CH 2 ) m -(CH 2 ),-, 

(c) -(CH 2 ) m -C(0)-(CH 2 ) ! - ) 

(d) -(CH 2 ) m -NR 3 -(CH 2 )r, 

(e) -(CH0 t ,.-NR 3 C(O)-(CH 2 ) rj ™ - ~ - ~ " 

(f) -(CH 2 ) m -S-(CH 2 ),-, 

(g) -(CH 2 ) m -C(0)NR 3 -(CH 2 ) r , 

(h) -(CH 2 ) m -CF 2 -(CH 2 ),-, 

(i) -(CH 2 ) m -CCl 2 -(CH 2 ) r , 
(j) -(CH 2 ) m -CHF-(CH 2 ) r> 
(k) -<CH 2 ) ra -CH(OH)-(CH 2 ),-; 
(1) .(CH 2 ) m -C^C-(CH 2 ),-; 

(m) -<G&£ m C-C (CH^i- -fCH? VCH=*CH-(CH 7 V; and 
(n) -(CH2)m-CR 4 R 5 -(CH 2 ),-; 

wherein the variables m and 1 are integers independently selected from 0-4, 

M is selected from the group consisting of: 

(i) phenyl, optionally substituted with 1-3 substituents independently selected 
from the group consisting of R\ OR 1 , NR'R 2 , S(0)«,R l , SOzNR'R 2 , M^SOaR 2 , C(0)R\ 
CCOOR', CCCONR'R 2 , MR'C(0)R 2 , NR i C(0)OR 2 ) halogen, cyano and nitro; 
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(ii) naphthyl, optionally substituted with 1-3 substituents independently selected 
from the group consisting of R 1 , OR 1 , NR*R 2 , S(0) q R\ SOzN^R 2 , NR'SOaR 2 * C(0)R ! , 
C(0)OR\ C(0)NR 1 R 2 , NR^CCOJR 2 , NR*C(0)OR 2 , halogen, cyano and nitro; 

(iii) 6 membered monocyclic heteroaryl groups, having 1-3 heteroatoms 
independently selected from the group consisting of O, N and S, optionally substituted with 
1-3 substituents independently selected from the group consisting of R\ OR 1 , NR ] R 2 , 
S(0) q R\ SOsNR^R 2 , NR l S0 2 R 2 , C(0)R\ C(0)OR\ C(0)NR ! R 2 , NR'C(0)R 2 , NR ! C(0)OR 2 , 
halogen, cyaiio a and nitro and else oxides fo^ = 0,-Qr or OH ); and 

(iv) 10 membered bicyclic heteroaryl groups, having 1-6 heteroatoms 
independently selected from the group consisting of O, N and S, optionally substituted with 
1-3 substituents independently selected from the group consisting of R 1 , OR 1 , NR*R 2 , 
S(0) q R l , S0 2 NK 1 R 2 , NR 1 S0 2 R 2 , 0(0^', C(0)OR l , C^NR 1 ^, KR l C(0)R 2 , NR ! C(0)OR 2 , 
halogen, cyano,, and nitro and afee oxides ( e .g. ~Q, O -o p - 0 "tf) ri 

(v) saturated and partially saturated C3-C6 monocyclic carbocyclic moiety 
optionally substituted with 1-3 substituents independently selected from the group consisting 
of R\ OR 1 , NR'R 2 , S(0\K\ S0 2 NR*R 2 , NR 1 S0 2 R 2 , C(0)R l , C<0)OR', C(0)NR 3 R 2 , 
NR i C(G)R 2 , NR'CCO^OR 2 , halogen, cyano and[[J] nitro; 

(vi) saturated and partially saturated Cg-Cio bicyclic carbocyclic moiety, optionally 
substituted with 1-3 substituents independently selected from the group consisting of R\ 
OR 1 , NR*R 2 , S(0)qR\ S0 2 NR 1 R 2 , NR ! S0 2 R 2 , C(0)R J , C(0)OR l s C(0)NR l R 2 , NR ! C(0)R 2 , 
NR l C(0)OR 2 , halogen, cyano and nitro; 

(vii) saturated and partially saturated 5 and 6 membered monocyclic heterocyclic 
moiety, having 1-3 heteroatoms independently selected from the group consisting of O, N 
and S, optionally substituted with 1-3 substituents independently selected from the group 
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consisting of R\ OR 1 , NR*R 2 , 3<0) q R ] , S0 2 NR j R 2 , NR ! S0 2 R 2 , C(0)R ! , C{0)OR\ 
C(0)NR ! R 2 , NR 1 C(0)R 2 ? NR J C(0)OR 2 , halogen, cyano^ and nitro, and afce oxides ( e .g. -O, 
~Q" or OH ); and 

(viii) saturated and partially saturated 8 to 10 membered bicyclic heterocyclic 
moiety, having 1-6 heteroatoms independently selected from the group consisting of O s N 
and S, optionally substituted with 1-3 substituents independently selected from the group 
consisting of R l , OR 1 , KR l R\ S(0\K\ SOiNR'R 2 , NR l S0 2 R 2 5 C(0)R\ C(0)OR X , 
C(0)NR l R 2 , NR^CO^r^^^OR 2 , halogen, cyano A and nitro, and alse oxides (p^^&r 

wherein each R 1 - R 5 is independently selected from the group consisting of: 

(a) hydrogen, 

(b) Ci"C 6 alkyl, preferabtyr-G^ l in e ar, bran eho d, o r cyclic a&ylr wherein said alkyl is 
optionally substituted with halogen up to per-halo; 

(c) phenyl; 

(d) 5-6 membered monocyclic heteroaryl having 1-4 heteroatoms selected from the group 
consisting of O, N and S or 8-10 membered bicyclic heteroaryl having 1-6 heteroatoms 
selected from the group consisting of O, N and S; 

(e) C1-C3 aikyl-phenyl wherein said alkyl moiety is optionally substituted with halogen 
up to per-halo; and 

(f) C1-C3 alkyl-heteroaryl having 1-4 heteroatoms selected from the group consisting of 
O, N and S, wherein said heteroaryl group is a 5-6 membered monocyclic heteroaryl or a 8- 
10 membered bicyclic heteroaryl, and wherein said alkyl moiety is optionally substituted with 
halogen up to per-halo, 



BAYER-0017 



Submission with RCE 



ApdLNo.: 10/361,858 



wherein each R 1 - R 5 , when not hydrogen is optionally substituted with 1-3 
substituents independently selected from the group consisting of C1-C5 linear branched or 
cyclic alkyl, wherein said alkyl is optionally substituted with halogen up to per-halo, CrC 3 
alkoxy, wherein said alkoxy is optionally substituted with halogen up to per-halo, hydroxy* 
amino, Ci~C 3 alkylamino, C 2 -C 6 dialkyl amino, halogen, cyano, and nitro; 
each variable q is independently selected from 0, 1 , or 2; and 
wherein A, B and M of formula I follow one of the following combinations: 
A- phenyl, B=-phenyl and M is phenyl, pyridinyl, quinolinyl, isoquinolinyl or not 
present, 

A- phenyl, B-pyridinyl and M is pyridinyl, quinolinyl, isoquinolinyl or not present, 
A=phenyi, B ^ naphthyl and M is phenyl, pyridinyl, quinolinyl, isoquinolinyl or not 
present, 

A=pyridinyl, B= phenyl and M is phenyl, pyridinyl, quinolinyl, isoquinolinyl or not 
present, 

A^pyridinyl, B= pyridinyl and M is phenyl, pyridinyl, quinolinyl, isoquinolinyl or not 
present, 

A=pyridinyl a B-= naphthyl and M is phenyl, pyridinyl, quinolinyl, isoquinolinyl or not 
present, 

A-isoquinolinyl, B=* phenyl and M is phenyl, pyridinyl, quinolinyl, isoquinolinyl or 
not present, 

A= isoquinolinyl, B= pyridinyl and M is phenyl, pyridinyl, quinolinyl, isoquinolinyl 
or not present, 

A^ isoquinolinyl, B= naphthyl and M is phenyl, pyridinyl, quinolinyl, isoquinolinyl 
or not present, 
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A= quinolinyl, B=^ phenyl and M is phenyl, pyridinyl, quinolinyl, isoquinolinyl or not 
present, 

A= quinolinyl, B= pyridinyl and M is phenyl, pyridinyl, quinolinyl, isoquinolinyl or 
not present, or 

A- quinolinyl, B= naphthyl and M is phenyl, pyridinyl, quinolinyl, isoquinolinyl or 
not present. 

2* (Canceled) 

3. (Currently Amended) A method as in claim 1 wherein the substituents 
on the groups for A, B, and M are selected from the group consisting of: methyl, ethyl, 
propyl, butyl, pentyl, isopropyl, isobutyl, sec-butyl, [[and]] fert-butyl, F, CI, Br, and I. 

4. — 5* (Canceled) 

6, (Currently Amended) A method of claim 1 wherein the substituents of 
the substituted structures of B are each, independently, selected from the group consisting of 
methyl, trifluoromethyl, ethyl, n-propyl, n-butyl, n-pentyl, isopropyl, isobutyl, sec-butyl, tert- 
butyl, cyclopropyl, cyclobutyl, cyclopentyl, methoxy, ethoxy, propoxy, CI, Br 4 [[and]] F, 
cyano, nitro, hydroxy, amino, methylamino, dimethylamino, ethylamino, diethylamino and 
the structure -L-M. 

7. (Currently Amended) A method of claim 6 wherein the substituents of 
the substituted structures of A and M are each, independently, selected from the group 
consisting of 
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methyl, trifluoromethyl, ethyl, n-propyl, n-butyl, n-pentyl, isopropyl, tert-butyl, sec- 
butyl, isobutyl, cyclopropyl, cyciobutyl, cyclopentyl, rnethoxy, ethoxy, propoxy, CI, Br a 
[[and]] F ? cyano, nitro, hydroxy, amino, methylamino, dimethylamino, ethylammo and 
diethyl amino and further include: 

phenyl, pyridinyl, pyrirnidmyl, chlorophenyl, dichlorophenyl, bromophenyl, 
dibromophenyl, chloropyridinyl, bromopyridinyl, dichloropyridinyl, dibromopyridinyl 
methyiphenyl, methylpyridinyl quinolinyl, isoquinolinyl, isoindolinyl, pyrazinyl, pyridazinyl, 
pyrroliny], imidazolinyl, thienyl, fiiryl, isoxazolinyl, isothiazolinyl, benzopyridinyl, 
benzothiazolyl, C\-C$ acyl; 

NH(Ci-C 5 alkyl, phenyl or pyridinylj^s uoh as am i n op h enyt; 

N(d-C 5 alkyi)(Ci-C 5 alkyl, phenyl or pyridinyI)r- suoh as di e thyl ^HB€- and dimethy l 

ttxt t II It? ? 

S(0) q (C t -C5 alkyl); s uch as mothane s alfony l - 

S(0) q H; 

SO z NH 2 ; 

S0 2 NH(C r C 5 alkyl); 
S0 2 N(C,-C 5 alkyl)(C,-C 5 alkyl); 

NHSO^CVCs alkyl); N(C, -C 3 alkyl) S0 2 (C,-C 5 alkyl); 

CO(Ci-C 6 alkyl or phenyl); 

C(0)H; 

C(0)0(Ci-C 6 alkyl or phenyl); such as C(0)OCKL s G{©)0€H a €H^ 

-C(0)OCHa CH^CH »; 
C(0)OH; 

C(0)NH 2 (carbamoyl); 

_9_ 
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C(0)NH(Ci-C 6 atkyl or phenyl )? suoh ■ as N methyl e thyl carbamoyl, N methyl 

eagbamo yl , N e thy l oarbamoyl, or-N d i m e t h ykimino e thyl carb a m oyl:; 

C(0)N(C|-C 6 alkyl or phenyl)(Ci-C 6 alky], phenyl or pyridiny3)^s uch a s N dimet hyl 

C(N(Ci-C 5 alkyl)) (C1-C5 alkyl); 
NHC(0)(Ci-C 6 alkyl or phenyl) and 
N(C r C 5 alkyl[[,]])C(0)(C 1 -C 5 alkyl), 
wherein each of the above substituents is optionally partially or fully halogenated, 

8. (Previously Presented) A method as in claim 1 wherein A and M of 
formula I are independently selected from the group consisting of substituted or unsubstituted 
phenyl and pyridinyl 

9. (Previously Presented) A method as in claim 8 wherein B of formula I 
is a phenyl group, optionally substituted by halogen up to per halo and 0 to 3 times by one or 
more substituents selected from the group consisting of ~CN, C\-C 5 alkyl, C]~C$ alkoxy, -OH, 
phenyl, up to per halo substituted C1-C5 alkyl, up to per halo substituted C1-C5 alkoxy and up 
to per halo substituted phenyl. 

10. (Canceled) 

11. (Currently Amended) A method as in claim 1 wherein L of formula I 
is -O-, -S-, -NH-, -N(CH 3 )-, -NHCH2-, -NC2H4-, -CH2-, -C(O)-, -CH(OH)-, 
-NHC(0)N(CH 3 )CH 2 -, -N(CH 3 )C(0)N(CH 3 )CH 2 -, -CH 2 C(0)N(CH 3 )-, -C(0)N(CH 3 )CH 2 -, 
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-NHC(OK -N(CH 3 )C(0)-, -C(0)N(CH 3 )~, »C(0)NH-, -CH 2 0-, -CH 2 S~, -CH 2 N(CH 3 )-, 
~OCH 2 -, -CHF-, -CF 2 - 7 ~CC1 2 -, -S-CH 2 -, or and ~N(CH 3 )CH 2 -. 

12. — 17. (Canceled) 

18. (Currently Amended) A method for treating a disease in a human or 

other mammal mediated by a VEGF-induced signal transduction pathway, wherein the 
disease that is treated is one or more of the following conditions: retinopathy and retinopathy 
of prematurity, comprising administering to a human or other mammal in need thereof a 
compound of Formula I, a salt form of a compound of Formula I, an isomer of a compound of 
Formula I or a prodrug of a compound of Formula I to regulate a VEGF-mediated signal 
transduction cascade, 

A-NH-C(0)-NH-B I 
wherein A is selected from the group consisting of 

(i) phenyl, optionally substituted with 1-3 substituents independently selected 
from the group consisting ofR 1 , OR 1 , NR'R 2 , S(0) q R\ S0 2 NR l R 2 , NR 1 S0 2 R 2 , C(0)R*, 
C(0)OR\ C(0)NR l R 2 , NR 1 C(G)R 2 , NR 1 C(0)OR 2 > halogen, cyano, and nitro; 

(ii) naphfhyl, optionally substituted with 1-3 substituents independently selected 
from the group consisting of R 1 , OR 1 , NR ! R Z , S(0) q R\ S0 2 NR ! R 2 , NR l S0 2 R 2 , C(0)R\ 
C(0)OR l , C(0)NR 1 R 2 J NR I C(0)R 2 , NFR I C(0)OR 2 , halogen, cyano, and nitro; 

(iii) 5 and 6 membered monocyclic heteroaryl groups, having 1-3 heteroatoms 
independently selected from the group consisting of O, N and S, optionally substituted with 
1-3 substituents independently selected from the group consisting of R 1 , OR 1 , NR l R 2 , 
S(0) q R\ S0 2 NR*R 2 , NR'SOzR 2 , C(0)R ] , C(0)OR ] , C(0)NR ! R 2 , NR ] C(0)R\ NR^OJOR 2 , 
halogen, cyano, and nitro; and 
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(iv) 8 to 10 membered bicyclic heteroaryl groups in which the first ring is bonded 
to the NH of Figure I and contains 1-3 heteroatoms independently selected from the group 
consisting of O, N, and S, and the second ring is fused to the first ring using 3 to 4 carbon 
atoms, the bicyclic heteroaryl group is optionally substituted with 1-3 substituents 
independently selected from the group consisting of R\ OR 1 , NR*R 2 , SCCOqR 1 , SC^NR^ 2 , 
NR J S0 2 R 2 , C(0)R\ C(0)OR j , C(0)NR l R 2 , NH l C(0)R 2 1 NR l C(0)OR 2 , halogen, cyano, and 
nitro, 

B is selected from the group consisting of 

(i) phenyl, substituted with 1-3 substituents independently selected from the 
group consisting of -L-M, C1-C5 linear or branched alkyl, C t -C 5 linear or branched haloaikyl, 
C1-C3 alkoxy, hydroxy, amino, C r C 3 alkylamino, C r C 6 dialkylamino, halogen, cyano, and 
nitro; 

(ii) naphthyl, substituted with 1-3 substituents independently selected from the 
group consisting of -L-M, C r C 5 linear or branched alkyl, CVC 5 linear or branched haloaikyl, 
Ci~C 3 alkoxy, hydroxy, amino, C1-C3 alkylamino, Ci-C 6 di alkylamino, halogen, cyano, and 
nitro; 

(Hi) 5 and 6 membered monocyclic heteroaryl groups, having 1-3 heteroatoms 
independently selected from the group consisting of O, N and S, substituted with 1-3 
substituents independently selected from the group consisting of -L~M, Ct-Cs linear or 
branched alkyl, C1-C5 linear or branched haloaikyl, C1-C3 alkoxy, hydroxy, amino, C1-C3 
alkylamino, CrCe dialkylamino, halogen, cyano, and nitro; and 

(iv) 8 to 10 membered bicyclic heteroaryl groups having 1-6 heteroatoms 
independently selected from the group consisting of O, N and S, substituted with 1-3 
substituents independently selected from the group consisting of -L-M, C\-C 5 linear or 
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branched alkyl, C,-C 5 linear or branched haloalkyl, C,-G 3 alkoxy, hydroxy, amino, C1-C3 
alkylamino, Ci-Cg dialkylamino, halogen, cyano, and nitroi t 
L is selected from the group consisting of: 

(a) -(CH 2 ) m -0-(CH 2 ) t -, 

(b) -(CH 2 ) m -(CH 2 )r, 

(c) -(CH 2 ) m -C(0)-(CH 2 ),- ) 

(d) -(CH 2 ) m -NR 3 -(CH 2 ),-, 

(e) -<CH 2 ) m - NR 3 C(0)-(CH 2 )r, 

(f) -(CH 2 ) m -S-(CH 2 )i- 5 

(g) -(CH 2 ) m -C(0)NR 3 -(CH 2 ) r , 

(h) -(CH 2 ) m -CF 2 -(CH 2 ),-, 

(i) -(CH 2 ) m -cci 2 -(CH 2 ),-, 

(j) -(CH 2 ) m -CHF-(CH 2 ),-, 
(k) -(CH 2 ) m -CH(OH)-(CH 2 ) iS 
(1) -(CH 2 ) m -C S C-(CH 2 ),s 

(m) C-C (pH& - -fCH^ -CH^CH-CCH^c; and 

(n) -(CH 2 ) m -CR 4 R 5 -(CH 2 )iS 

wherein the variables m and 1 are integers independently selected from 0-4, . 

M is selected from the group consisting of : 

(i) phenyl, optionally substituted with 1-3 substituents independently selected 
from the group consisting of R 1 , OR 1 , NR S R 2 , S(0) q R ! , S0 2 NR 1 R 2 , NR'SOzR 2 , C(0)R ! , 
C(0)OR\ C(0)NR'R 2 f NR'C(0)R 2 , T>m}C(0)OR 2 , halogen, cyano and nitro; 
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(ii) naphthyl, optionally substituted with 1-3 substituents independently selected 
from the group consisting of R 1 , OR 1 , NR ! R 2 , S(0) q R l , S0 2 NR ! R 2 , NR'SO^R 2 , C(0)R\ 
C(0)OR\ C^lSrR'R 2 , NR 1 C(0)R 2 > NR , C(0)OR 2 > halogen, cyano and nitro; 

(iii) 5 and 6 rnembered monocyclic heteroaryl groups, having 1-3 heteroatoms 
independently selected from the group consisting of O, N and S, optionally substituted with 

1 1 t 2 

1-3 substituents independently selected from the group consisting of R, OR , NR R , 
S(0) q R\ SOzNR'R 2 , NR l SOsR 2 , C(0)R\ C(0)OR ! , C^NR'R 2 , NR 1 C(0)R 2 ? NR l C(0)OR 2 , 
halogen, cyano A aftd nitro and also oxides ( o .g. =0> - Q * or OH) ; kb4 

(iv) 8 to 10 rnembered bicyclic heteroaryl groups, having 1-6 heteroatoms 
independently selected from the group consisting of O, N and S, optionally substituted with 
1-3 substituents independently selected from the group consisting of R, OR , NRR, 
S(0) q R ! , S0 2 NR l R 2 , NR l 30 2 R 2 , C(0)R\ C(0)OR\ C(0)NR l R 2 , NR^^R 2 , NR l C(0)OR 2 , 
halogen, cyano* &a& nitro and also oxides (o.g* -O^ -Q '- or OH).; 

(v) saturated and partially saturated C 3 -C 6 monocyclic carbocyclic moiety 
optionally substituted with 1-3 substituents independently selected from the group consisting 
of R\ OR 1 , NR'R 2 , S(0) q R ! , SOsNR'R 2 , NR^O^ 2 , C(0)R s , C(0)OR\ C(0)NR l R\ 
NR ] C(0)R 2 s NR ! C(0)OR 2 f halogen, cyano and[[J] nitro; 

(vi) saturated and partially saturated Cs-Cio bicyclic carbocyclic moiety, optionally 
substituted with 1-3 substituents independently selected from the group consisting of R\ 
OR 1 , NR l R 2 , S(0) q R l , S0 2 NR l R 2 , NR'SOzR 2 , C(0)K\ C<0)OR\ C(0)NR ] R 2 , NR l C(0)R 2 , 
NR l C(0)OR 2 , halogen, cyano and nitro; 

(vii) saturated and partially saturated 5 and 6 rnembered monocyclic heterocyclic 
moiety, having 1-3 heteroatoms independently selected from the group consisting of O, N 
and S, optionally substituted with 1-3 substituents independently selected from the group 
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consisting of R s , OR 1 , NR'R 2 , S^R 1 , S0 2 NR l R 2 , NR'S0 2 R 2 , C(0)R l , C(0)OR l , 
C(0)NR ! R 2 , NR 1 C(0)R 2 , NR'C(0)OR 2 , halogen, cyano,, and nitro, and else oxides ( e .g . -O, 

(viii) saturated and partially saturated 8 to 10 membered bicyclic heterocyclic 
moiety, having 1-6 heteroatoms independently selected from the group consisting of O, N 
and S, optionally substituted with 1-3 substituents independently selected from the group 
consisting of R l , OR 1 , NR l R 2 , S(0) q K ] , SOzNR^ 2 , NR^OzR 2 , C(0)R T ? C^OR 1 , 
C(0)NR ! R 2 , NR 1 C(0)R 2 > NR ] C(0)OR 2 , halogen, cyano A ami nitro, and afee oxides (e.g. H3> 



wherein each R 1 - R 5 is independently selected from the group consisting of: 

(a) hydrogen, 

(b) Ci-C<> alkyl, pre ferably, C 4-^4tnea^ r %yaB chod, or eyc-lie-all^y^ wherein said alkyl is 
optionally substituted with halogen up to per-halo; 

(c) phenyl; 

(d) 5-6 membered monocyclic heteroaryl having 1-4 heteroatoms selected from the group 
consisting of O, N and S or 8-10 membered bicyclic heteroaryl having 1-6 heteroatoms 
selected from the group consisting of O, N and S; 

(e) C1-C3 alkyl-phenyl wherein said alkyl moiety is optionally substituted with halogen 
up to per-halo; and 

(f) C1-C3 alkyl-heteroaryl having 1-4 heteroatoms selected from the group consisting of 
O, N and S, wherein said heteroaryl group is a 5-6 membered monocyclic heteroaryl or a 8- 
10 membered bicyclic heteroaryl, and wherein said alkyl moiety is optionally substituted with 
halogen up to per-halo, 
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wherein each R 1 - R 5 , when not hydrogen is optionally substituted with 1-3 
substituents independently selected from the group consisting of C r C 5 linear branched or 
cyclic alkyl, wherein said alkyl is optionally substituted with halogen up to per-halo, C1-C3 
alkoxy, wherein said aikoxy is optionally substituted with halogen up to per-halo, hydroxy, 
amino, C r C 3 alkylamino, C 2 -C 6 dialkylamino, halogen, cyano, and nitro; 

each variable q is independently selected from 0, 1, or 2; 

wherein B is substituted by -L-M and 

M is substituted by at least one substituent selected from the group consisting of 
S(0) q R ! , SOsNR^ 2 , CCCOR 1 , C(0)OK l and C(0)NR ] R 2 , 

19. (Previously Presented) A method as in claim 18, wherein M is 
substituted by at least one substituent selected from the group consisting of -C(0)R 1 > 
C(0)OR ! , and C(0)NR l R 2 , wherein R 1 and R 2 are independently as defined in claim 18. 

20. (Previously Presented) A method of claim 18 wherein M is substituted 
by -C(O) NR l R 2 , wherein R 1 and R 2 are independently as defined in claim 18. 

21. (Previously Presented) A method for treating a disease in a human or 
other mammal mediated by a VEGF-induced signal transduction pathway wherein the disease 
that is treated is one or more of the following conditions: retinopathy and retinopathy of 
prematurity, comprising administering to a human or other mammal in need thereof the 
compound N^4-chloro-3<trifluoromethy^ 

pyridytoxy)phenyl) urea of the formula below or a pharmaceutically acceptable salt thereof to 
regulate a VEGF-mediated signal transduction cascade, 
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CI 




NHMe 



22. (Previously Presented) A method for treating a disease in a human or 
other mammal mediated by a VEGF-induced signal transduction pathway wherein the disease 
that is treated is one or more of the following conditions: retinopathy and retinopathy of 
prematurity, comprising administering to a human or other mammal in need thereof the 
compound NK4-chloro^3-(trifluoromethyl)phenyl)«N^(4-(2~(N-methylcarbamoyl)»4« 

' pyridyloxy)phenyl) urea tosylate to regulate a VEGF-mediated signal transduction cascade. 

23. (Previously Presented) A method of claim 18 wherein the structures of 
A, B and M are each, independently selected from the group consisting of phenyl, substituted 
phenyl, pyridinyl, substituted pyridinyl, pyrimidmyl, substituted pyrimidinyl, naphthyl, 
substituted naphthyl, isoquinolinyl, substituted isoquinolinyl, quinolinyl and substituted 
quinolmyl, 

24. (Currently Amended) A method as in claim 1, wherein M is 
substituted by at least one substituent selected from the group consisting of SfO^R 1 , 
SChNR'R 2 , C(0)R 1 , C(0)OR\ and C(0)NR ! R 2 wherein q, R 1 and R 2 are independently as 
defined in claim L 

25. (Previously Presented) A method of claim 20 wherein M is additionally 
substituted by one or more substituents selected from the group consisting of Ci-Cio alkyl, up 
to per halo substituted CVC l0 alkyl, -CN, ~OH, halogen, C r Cio alkoxy and up to per halo 
substituted Ci-do alkoxy, 
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26. (Previously Presented) A method as in claim 20 wherein L of formula I 
is O, -S-. -NH-, -N(CH 3 )-, -NHCH2-, -NC 2 H4-, -CH n -C(0)-, ~CH(OH)-, 
-NHC(0)N(CH 3 )CH 2 ^ -NCH 3 C(0)N(CH 3 )CH 2 ~, -CH,C(0)N(CH 3 )^ C(0)N(CH 3 )CH 2 -, 
~NHC{0)-, -N(CH 3 )C<0)-, »C(0)N(CH 3 )», -C(0)NH-, "CH 2 0-, ~CH 2 S~, -CH 2 N(CH 3 )-, 
-OCHr, -CHF-, -CF 2 - r CCl 2 -, -S-CH 2 - or -N(CH 3 )CH 2 -< 

27. (Original) A method of claim 1 wherein L of formula I is selected from 
the group consisting of-O, -S-, -N(R 35 )-, -(CHfe) m -» -C(O)-, -CH(OH)-, -(CH 2 ) m O, where 
m= 1-3 and R 35 is hydrogen, d-Cio alkyl, up to per halo substituted C1-C10 alkyl, «CK -OH, 
halogen, C1-C10 alkoxy or up to per halo substituted Ci-Cjo alkoxy, 

28. (Original) A method of claim 1 wherein M is substituted by -C(0)KR ! R 2 
and R 1 and R 2 are as defined in claim 1 . 

29. (Previously Presented) A method of claim 1 8 wherein M is 

a saturated C 3 -C6 monocyclic carbocyclic moiety selected from the group 
consisting of cyclopropyl, cyclobutyl, cyclopentanyl, and cyclohexanyl; 

a saturated C 8 -Cio bicyclic carbocyclic moiety selected from the group 
consisting of bicyclopentanyl and bicyclohexanyl; 

a partially saturated C^Ce monocyclic carbocyclic moiety selected from the 
group consisting of cyclop entenyl, cyclohexenyl and cyclohexadienyl; 

the partially saturated Cg~Cio bicyclic carbocyclic moiety bicyciohexenyl; 

a substituted naphthyl group selected from benzocyciobutanyl, indariyl, 
indenyl, dihydronaphthyl and tetrahydronaphthyl; or 



8AYER-0017 



Submission with RCE 



AppI No.; 10/361.858 



an 8 to 10 membered bicyclic heteroaryl group selected from 
cyclopentenopyridine, cyclohexanopyridine, cyclopentanopyrimidine, 
cyclohexanopyrimidine, cyclcopentanopyrazine, cyclohexanopyrazine, 
cyclopentanopyridiazirte, cyclohexanopyridazine, cyclopentanothiophene and 
cyclohexanothiophene, 

30, (Previously Presented) A method as in claim 1 wherein the disease that 
is treated is a VEGFR-2 mediated disorder, 

31, (Previously Presented) A method as in claim 1 wherein the disease that 
is treated is a VEGFR-J mediated disorder, 

32, (Canceled) 

33, (Previously Presented) A method as in claim 1 wherein the disease that 
is treated is a VEGFR-3 mediated disorder, 

34, (New) A method for treating or preventing a disease in a human or other 
mammal regulated by tyrosine kinase (associated with an aberration in the tyrosine kinase 
signal transduction pathway) comprising administering to a human or other mammal in need 
thereof a compound of Formula l t a salt form of a compound of Formula I, an isomer of a 
compound of Formula I or a prodrug of a compound of Formula I 

A-NH-C(Q)-NH-B 

I 
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wherein A is selected from the group consisting of 

(i) phenyl, optionally substituted with 1-3 substituents independently selected 
from the group consisting of R l , OR 1 , NR'r\ 3(0) q R l , S0 2 NR l R 2 , NR^OsR 2 , C(0)R\ 
C(0)OR l , C(0)NR l R 2 , NR^C^R 2 , NR i C(0)OR 2 J halogen, cyano, and nitro; 

(ii) naphthyl, optionally substituted with 1-3 substituents independently selected 
from the group consisting of R 1 , OR 1 , NR l R 2 , S(0) q R l , S0 2 NR ! R 2 , NR'SOaR 2 , C(0)R\ 
C(0)OR ! 5 C(0)NR 1 R 2 , NR l C(0)R 2 , NR l C(0)OR 2 , halogen, cyano, and nitro; 

(iii) 5 and 6 membered monocyclic heteroaryl groups, having 1-3 heteroatoms 
independently selected from the group consisting of O, N and S, optionally substituted with 
1-3 substituents independently selected from the group consisting of R 1 , OR 1 , NR*R 2 S 
S<0) q R J , S0 2 NR l R 2 , NR 1 S0 2 R 2 , C(0)R ! , C(0)OR ! , C(0)NR l R 2 , NR 1 C(0)R 2 > NR l C(0)OR 2 , 
halogen, cyano, and nitro; and 

(iv) 8 to 1 0 membered bicyclic heteroaryl group in which the first ring is bonded to 
the NH of Figure I and contains 1-3 heteroatoms independently selected from the group 
consisting of O, N, and S, and the second ring is fused to the first ring using 3 to 4 carbon 
atoms, the bicyclic heteroaryl group is optionally substituted with 1-3 substituents 
independently selected from the group consisting of R l , OR 1 , NR l R 2 , 3(0) q R l , S0 2 NR 1 R 2 , 
NR , S0 2 R 2 , C(0)R ! , C^OR 1 , C(0)NR s R 2 , NR 1 C(0)R 2 , NR ! C(0)OR 2 , halogen, cyano, and 
nitro, 

B is selected from the group consisting of 
(i) phenyl, optionally substituted with 1-3 substituents independently selected 
from the group consisting of -L-M, C1-C5 linear or branched alkyl, Cj-Cs linear or branched 
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haloalkyl, C1-C3 alkoxy, hydroxy, amino, C 3 -C 3 alkylamino, Ci-C 6 dialkylamino, halogen, 
cyano, and nitro; 

(ii) naphthyl, optionally substituted with 1-3 substituents independently selected 
from the group consisting of -L-M, C1-C5 linear or branched alkyl, C1-C5 linear or branched 
haloalkyl, C1-C3 alkoxy, hydroxy, amino, C1-C3 alkylamino, Ci-C$ dialkylamino, halogen, 
cyano, and nitro; 

(iii) 5 and 6 membered monocyclic heteroaryl groups, having 1-3 heteroatoms 
independently selected from the group consisting of O, N and S, optionally substituted with 
1-3 substituents independently selected from the group consisting of -L-M, C1-C5 linear or 
branched alkyl, C r C 5 linear or branched haloalkyl, C]~C 3 alkoxy, hydroxy, amino, C1-C3 
alkylamino, Ct-C 6 dialkylamino, halogen, cyano, and nitro; and 

(iv) 8 to 10 membered tricyclic heteroaryl groups having 1-6 heteroatoms 
independently selected from the group consisting of O, N and S, optionally substituted with 
1-3 substituents independently selected from the group consisting of -L-M, C1-C5 linear or 
branched alkyl, C1-C5 linear or branched haloalkyl, CrC 3 alkoxy, hydroxy, amino, C1-C3 
alkylamino, Ci-Ce dialkylamino, halogen, cyano, and nitro; 

L is selected from the group consisting of : 

(a) ~(CH 2 ) m ~0-(CH 2 ) r , 

(b) -(CH 2 W(CH 2 )r, 

(c) -(CH 2 )m-C(OMCH 2 )r, 

(d) -(CH 2 ) m -NR 3 -(CH 2 )r, 

(e) »(CH 2 k NR 3 C(0)»(CH 2 ) r , 
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(f) -(CH 2 ) m -S-(CH 2 )r, 

(g) -(CH 2 ) m -C(0)NR 3 -(CH 2 ) r> 

(h) -(CH 2 ) m -CF 2 -(CH 2 ) 1 -, 

(i) -(CH 2 ) m -CCl 2 -(CH 2 ),-, 
0) -(CH 2 VCHF-(CH 2 )r, 
(k) -(CH 2 ) m -CH(OH)-(CH 2 )r; 
(1) -(CH 2 ) m -C=C-(CH 2 ),-; 

(m) -(CH 2 ) m -CH=CH-(CH 2 ),-; and 

(n) a single bond, where m and 1 are 0; 

(o) -(CH 2 ) m -CR 4 R 5 -(CH 2 ),s 

wherein the variables m and 1 are integers independently selected from 0-4, 

M is selected from the group consisting of : 

(i) phenyl, optionally substituted with 1-3 substituents independently selected 
from the group consisting of R 1 , OR 1 , N^R 2 , S(0) q R\ SOzNR'R 2 , NR'S0 2 R 2 , C^R 1 , 
C(0)OR\ C^NR'R 2 , NR 1 C(0)R 2 , NR'CO^OR 2 , halogen, cyano and nitro; 

(ii) naphthyl, optionally substituted with 1-3 substituents independently selected 
from the group consisting of R l , OR 1 , NR ! R 2 , S(0\K l , S0 2 NR I R 2 , M^SOzR 2 , C(0)R\ 
C(0)OR I , C^NR'R 2 , NR 1 C(0)R 2 , NR'C(0)OR 2 , halogen, cyano and nitro; 

(iii) 5 and 6 membered monocyclic heteroaryl groups, having 1-3 heteroatoms 
independently selected from the group consisting of O, N and S, optionally substituted with 
1-3 substituents independently selected from the group consisting of R, OR, NR R , 
S(0) q R\ S0 2 MR'R 2 , NR ! S0 2 R 2 , C(0)R*, C(0)OR l , C(0)NR l R 2 , NR'C(0)R 2 , NR'CCO^R 2 , 
halogen, cyano, nitro and oxides; 
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(iv) 8 to 10 rnembered bicyclic heteroaryl groups, having 1-6 heteroatoms 
independently selected from the group consisting of O, N and S, optionally substituted with 
1-3 substituents independently selected from the group consisting of R 1 , OR 1 , NR 1 ^, 
S(0) q R l , SOzMR^R 2 , NR l S0 2 R 2 ? C(0)R\ C(0)OR l , C(0)NR 1 R 2 > NR ] C(0)R 2 , NR ! C(0)OR 2 , 
halogen, cyano, nitro and oxides; 

(v) saturated and partially saturated C3-C6 monocyclic carbocyclic moiety 
optionally substituted with 1-3 substituents independently selected from the group consisting 
of R\ OR 1 , NR l R a , S(0) q R\ S0 2 NR*R\ NR l S0 2 R 2 , C(0)R ! , C(0)OR l , C(0)KR ] R 2 , 
NR*C(0)R 2 , NR l C(0)OR 2 , halogen, cyano and nitro; 

(vi) saturated and partially saturated C 8 -C 10 bicyclic carbocyclic moiety, optionally 
substituted with 1-3 substituents independently selected from the group consisting of R 1 , 
OR 1 , NR*R 2 , S(0) q R\ SOaNR^ 2 , NR'S0 2 R 2 , C(0)R\ C(0)OR\ C(0)NR J R 2 , NR*C(0)R 2 , 
NR ! C(0)OR 2 , halogen, cyano and nitro; 

(vii) saturated and partially saturated 5 and 6 rnembered monocyclic heterocyclic 
moiety, having 1-3 heteroatoms independently selected from the group consisting of O, N 
and S, optionally substituted with 1-3 substituents independently selected from the group 
consisting of R ! , OR 1 , NR ! R 2 , S(0) q R\ S0 2 NR l R 2 , NT^SOzR 2 , C(0)R ! , C(0)OR\ 
C(0)NR 3 R 2 , NR l C(0)R 2 , NR l C(0)OR 2 , halogen, cyano, nitro, and oxides; and 

(viii) saturated and partially saturated 8 to 10 rnembered bicyclic heterocyclic 
moiety, having 1-6 heteroatoms independently selected from the group consisting of O, N 
and S, optionally substituted with 1-3 substituents independently selected from the group 
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consisting of R 1 , OR 1 , NR*R 2 , S(0) q R\ SOzNR^R 2 , NR 1 S0 2 R 2 j C^R 1 , C(0)OR\ 
C(0)NR l R 2 , NR l C(0)R 2 , NR l C(0)OR 2 , halogen, cyano, nitro, and oxides; 

wherein each R* - R 5 is independently selected from the group consisting of: 

(a) hydrogen, 

(b) Ci-C 6 alkyl, wherein said alkyl is optionally substituted with halogen up to per-halo; 

(c) phenyl; 

(d) 5-6 membered monocyclic heteroaryl having 1-4 heteroatoms selected from the group 
consisting of O, N and S or 8-10 membered bicyclic heteroaryl having 1-6 heteroatoms 
selected from the group consisting of O, N and S; 

(e) C1-C3 alkyl-phenyl wherein said alkyl moiety is optionally substituted with halogen 
up to per-halo; and 

(f) C r C 3 alkyl-heteroaryl having 1-4 heteroatoms selected from the group consisting of 
O, N and S, wherein said heteroaryl group is a 5-6 membered monocyclic heteroaryl or a 8- 
10 membered bicyclic heteroaryl, and wherein said alkyl moiety is optionally substituted with 
halogen up to per-halo, 

wherein each R 1 - R 5 , when not hydrogen is optionally substituted with 1-3 
substituents independently selected from the group consisting of Ci~C 5 linear branched or 
cyclic alkyl, wherein said alkyl is optionally substituted with halogen up to per-halo, C1-C3 
alkoxy, wherein said alkoxy is optionally substituted with halogen up to per-halo, hydroxy, 
amino, C1-C3 alkylamino, C 2 -C 6 dialkylamino, halogen, cyano, and nitro; and 

each variable q is independently selected from 0, 1, or 2, 
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35, (New) A method as in claim 1, wherein the oxides are selected from 
the group consisting of -O, ~0\ and -OH. 

36, (New) A method as in claim I, wherein the C x -C 6 alkyl of the group 
for R^R 5 is a C1-C5 linear, branched or cyclic alkyl. 

37, (New) A method as in claim 18, wherein the oxides are selected from 
the group consisting of -O, ~0\ and -OH, 

38, (New) A method as in claim 18, wherein the Ci~C 6 alkyl of the group 
for R l -R 5 is a C1-C5 linear, branched or cyclic alkyl 
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Amdt dated October 30, 2006 

Reply to Office Action of, June 29, 2006 

Listing of Claims: 

This listing of claims will replace ail prior versions, and listings, of claims in the application: 
1,-73. (Canceled) 

74, (Previously Presented) A method for the treatment of a solid tumor in a human or 
animal comprising administering 

AH4-chloro~3-(trifluorom urea > or 

AH4~chloro~3-(trifluoromethyl)ph 

pyridyloxy)phenyl) urea. 

75, -80. (Canceled) 

81, (Previously Presented) A method for the treatment of a carcinoma, myeloid disorder or 
adenoma in a human or animal comprising administering 

A^»(4-chlorO"3-(trifluoromethyl)phenyl)-A^'-(4-(2-carbamoyl"4-pyridyloxy)phenyi) urea, or 

J V<4-chIoro>3-(trifluoromethyl)phenyl)-iV / "(4-(2-(^methyicarbaiTioyO"4- 

pyridyloxy)phenyL 

82, -~86. (Canceled) 



87. (Previously Presented) A method for the treatment of carcinoma of the lung, pancreas, 
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thyroid, bladder or colon in a human or animal comprising administering 
A^(4-chIoro-3-(trifluorom urea, or 

AH4~chloro-3-(trifluorom 
pyridyloxy)phenyl. 

88,-92. (Canceled) 

93. (Previously Presented) A method as in claim 8 1 for the treatment of myeloid leukemia 
or villous colon adenoma, 

94-98. (Canceled) 

99, (Previously Presented) A method of claim 74 wherein a human is treated. 

100. (Previously Presented) A method of claim 87 for the treatment of carcinoma of the 
lung in a human. 

101* (Previously Presented) A method of claim 87 for the treatment of carcinoma of the 
pancreas in a human. 

102. (Previously Presented) A method of claim 87 for the treatment of carcinoma of the 
thyroid in a human. 
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103, (Previously Presented) A method of claim 87 for the treatment of carcinoma of the 
bladder in a human* 

104, (Previously Presented) A method of claim 87 for the treatment of carcinoma of the 
colon in a human. 

105. (Previously Presented) A method of claim 99 comprising administenngN»(4"ChlorO'3- 
(trtf!uoromethyl)phenyI)-A^-(4-(2-(iV'-methylcarbamoyi)'-4'-pyridyloxy)phenyl) urea, 

106. (Previously Presented) A method for the treatment of a solid tumor in a human or 
animal comprising administering a tosylate salt of^(4-ch]oro-3-(trifluoromethyl)phenyl)»A^-(4^(2- 
(A^-methylcarbamoyl)-4-pyridyloxy)phenyl) urea or A r -(4^chloro-3-(trifluoromethyl)phenyl>iV / -(4-(2- 
carbamoyI-4-pyridyloxy)phenyl) urea, 

107. (Previously Presented) A method for the treatment of a carcinoma, myeloid disorder 
or adenoma in a human or animal comprising administering a tosylate salt of Ar-(4-chloro-3- 
(tri fluoromethy0phenyl)^K4-(2-(7V-methylcarbamoyl)»4-pyridyloxy)phenyl) urea or A^-(4-chIoro-3- 
(trinuoromethyl)phenyl)-A r H4-( 2 "CarbamoyU4-pyridyloxy)phenyl) urea- 

108, (Previously Presented) A method for the treatment of carcinoma of the lung, pancreas, 
thyroid, bladder or colon in a human or animal comprising administering a tosylate salt of ^-(4- 
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chtoro-3-(trifluoromeihyl)phe^ urea or 

A^4^hloro-3-(trifluoromethy0^ 

urea. 

109. (Previously Presented) A method as In claim 107 for the treatment of myeloid 
leukemia or villous colon adenoma, 

110. (Previously Presented) A method of claim 106 wherein a human is treated. 

111. (Previously Presented) A method of claim 108 for the treatment of carcinoma of the 
iung in a human. 

1 12. (Previously Presented) A method of claim 1 08 for the treatment of carcinoma of the 
pancreas in a human. 

113. (Previously Presented) A method of claim 108 for the treatment of carcinoma of the 
thyroid in a human. 

114. (Previously Presented) A method of claim 108 for the treatment of carcinoma of the 
bladder in a human. 
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115. (Previously Presented) A method of claim 108 for the treatment of carcinoma of the 
colon in a human. 

116. (Currently Amended) A method of claim 109 comprising administering a tosy late salt 
gfAK4-chloro-3<trifluorom 

117. (New) A method for inhibiting RAF-kinase in a human or mammal comprising 
administering a tosylate of salt ^(4-chioro-3^trit1uoromethyl)phenyl)«?/H4-(2-carbamoyl-4- 
pyridyloxy)phenyl) urea, or#<4-chloro-3-(trifl 

pyridyloxy)phenyl) urea. 
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IN THE UNITED STATES PATENT AND TRADEMARK OEFICE 

In re application of: : 

Berod RIEDL et al. : Group Art Unit: TO BE ASSIGNED 

Serial No.: TO BE ASSIGNED : Examiner: TO BE ASSIGNED 

Filed: January 11, 2002 : 

For: co-C ARB OX Y AR YL SUBSTITUTED DIPHENYL UREAS AS RAF 
KINASE INHIBITORS 

PRELIMINARY AMENDMENT 

Assistant Commissioner for Patents 
Washington, D,C. 20231 

Sin 

Prior to examination, please amend the accompanying application as follows. 
IN THE SPECIFICATION 

Page 1 ? line 1 after the title insert 

-Priority is clai med to pro visional application Serial No.iUjB^glgDMl^^Qn 
Jan\aary_12^.200L-- 

IN THE CLAIMS 

Please cancel claims 1 -49 and 55-67 without prejudice or disclaimer. 
Please amend claims 50-59 as follows. 

Claim 50. (Amended) A pharmaceutically acceptable salt of claim 69 selected from 
the group consisting of 

a) basic salts of organic acids and inorganic acids selected from the group 
consisting of hydrochloric acid, hydrobromic acid, sulphuric acid, phosphoric acid, 
methanesulphonic acid, trifluorosulphorric acid, benzenesulfonic acid, p-toluene sulphonic 
acid (tosylate salt), 1-napthalene sulfonic acid, 2-napthalene sulfonic acid, acetic acid, 
trifluoroacetic acid, malic acid, tartaric acid, citric acid, lactic acid, oxalic acid, succinic acid, 
fumaric acid, maieic acid, benzoic acid, salicylic acid, phenylacetic acid, and mandelic acid; 
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and 

b) acid salts of organic and inorganic bases containing cations selected 
from the group consisting of alkaline cations, alkaline earth cations, the ammonium cation, 
aliphatic substituted ammonium cations and aromatic substituted ammonium cations. 

Claim 51, (Amended) A pharmaceutical^ acceptable salt of claim 70 selected from 

the group consisting of 

a) basic salts of organic acids and inorganic acids selected from the group 
consisting of hydrochloric acid, hydrobromic acid, sulphuric acid, phosphoric acid, 
methanesulphonic acid, trifluorosulphonic acid, benzenesulfonic acid, p~toluene sulphonic 
acid (tosylate salt), 1 -napthalene sulfonic acid, 2-napthalene sulfonic acid, acetic acid 5 
trifluoroacetic acid, malic acid, tartaric acid, citric acid, lactic acid, oxalic acid, succinic acid, 
fumaric acid, maleic acid, benzoic acid, salicylic acid, phenylacetic acid, and mandelic acid; 
and 

b) acid salts of organic and inorganic bases containing cations selected from the 
group consisting of alkaline cations, alkaline earth cations, the ammonium cation, aliphatic 
substituted ammonium cations and aromatic substituted ammonium cations. 

Claim 52, (Amended) A pharmaceutic ally acceptable salt of claim 71 selected from the 
group consisting of 

a) basic salts of organic acids and inorganic acids selected from the group 
consisting of hydrochloric acid, hydrobromic acid, sulphuric acid, phosphoric acid, 
methanesulphonic acid, trifluorosulphonic acid, benzenesulfonic acid, p- toluene sulphonic 
acid (tosylate salt), I -napthalene sulfonic acid, 2-napthalene sulfonic acid, acetic acid, 
trifluoroacetic acid, malic acid, tartaric acid, citric acid, lactic acid, oxalic acid, succinic acid, 
fumaric acid, maleic acid, benzoic acid, salicylic acid, phenylacetic acid, and mandelic acid; 
and 

b) acid salts of organic and inorganic bases containing cations selected from the 
group consisting of alkaline cations, alkaline earth cations, the ammonium cation, aliphatic 
substituted ammonium cations and aromatic substituted ammonium cations. 

Claim 53. (Amended) A pharmaceutical^ acceptable salt of claim 72 selected from the 
group consisting of 
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a) basic salts of organic acids and inorganic acids selected from the group 
consisting of hydrochloric acid, hydrobromic acid, sulphuric acid, phosphoric acid, 
msthanesulphonic acid, trifluorosulphonic acid, benzenesulfonic acid, p-toluene sulphonic 
acid (tosyiate salt), Unapthalene sulfonic acid, 2-napthalene sulfonic acid, acetic acid, 
trifluoroacetic acid, malic acid, tartaric acid, citric acid, lactic acid, oxalic acid, succinic acid, 
fumaric acid, maleic acid, benzoic acid, salicylic acid, phexiylaoetic acid, and mandelic acid; 
and 

b) acid salts of organic and inorganic bases containing cations selected from the 
group consisting of alkaline cations, alkaline earth cations, the ammonium cation, aliphatic 
substituted ammonium cations and aromatic substituted ammonium cations. 

Claim 54. (Amended) A pharmaceutical^ acceptable salt of claim 73 selected from the 
group consisting of 

a) basic salts of organic acids and inorganic acids selected from the group 
consisting of hydrochloric acid, hydrobromic acid, sulphuric acid, phosphoric acid, 
methanesulphonic acid, trifluorosulphonic acid, benzenesuifonic acid, p-toluene sulphonic 
acid (tosyiate salt), I -napthalene sulfonic acid, 2-napthalene sulfonic acid, acetic acid, 
trifluoroacetic acid, malic acid, tartaric acid, citric acid, lactic acid, oxalic acid, succinic acid, 
fumaric acid, maleic acid, benzoic acid, salicylic acid, phenylaoetic acid, and mandelic acid: 
and 

b) acid salts of organic and inorganic bases containing cations selected from the 
group consisting of alkaline cations, alkaline earth cations, the ammonium cation, aliphatic- 
substituted ammonium cations and aromatic substituted ammonium cations. 

Please add new claims 68-109 as follows, 

-68. A pharmaceutical^ acceptable sait of a compound selected from the group consisting 
of: 

A/'-(5-rerf-butyl-2-mcthoxy phenyl)-//*- (4*(4-methoxy-3-(A r - 
methylcarbamoyl)phenoxy)phenyl) urea, 
A^(2-me1ftoxy-5-(trifluoro^ 
pyridyloxy)phenyl) urea, 

A/-(4-ch1oro~3-(trifluGrom^^^ urea, 



3 BAYER 25A 



N-(4-chloro-3-(trifluoro^ 
urea; 

Ar-(2-methoxy-4-chloro-5-(rt^ 

pyridyioxy)phenyl) urea and their pharmaceutioaily acceptable salts. 

69. A pharma.ceutically acceptable salt of the compound 
AK5~mr/~butyI-2-methoxy phenyl)-A^- : »C4-(4-methoxy-3-(jV« 
methylcarbamoyl)phenoxy)phenyl) urea, 

70. A pharmaceutioaily acceptable salt of the compound 
AH2-methoxy~S~(trifluoronie^ 
pyridytoxy)phenyl) urea. 

7L A pharmaceuticaHy acceptable salt of the compound 

AK4-cWoro-3-(trifluoro^ urea. 

72. A pharmaceuticaHy acceptable salt of the compound 
//-(4-chloro-3-(lrifluoix>m^ 

urea. 

73. A pharmaceuticaHy acceptable salt of the compound 
//-(2-methoxy-4-chloro-5-^ 
pyridyloxy)phenyl) urea. 

74. A method for the treatment of a cancerous cell growth mediated by RAF kinase 
comprising administering a pharmaceuticaHy acceptable salt of a compound selected from the 
group consisting of: 

A^5^rf-hutyh2-methoxy pheayl)-//--(4-(4-methoxy-3-(/V r - 
methylcarbamoyl)phenoxy)phenyI) urea, 
Ar-(2-methoxy-5<trifl^ 
pyrklyloxy)phenyl) urea. 
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/^(4-cbloro~3Ktnfiuoi^ urea, 

tf^4^hloroO-(t3ifl^ 
urea; 

^{2-methoxy-4-ohloro^ 
pyridyIoxy)phenyl) urea, 

75. A method for the treatment of a cancerous cell growth as in claim 74 mediated by RAP 
kinase comprising administering a pharmaceutieaily acceptable salt of 
N-(5-tert-buty!-2-methoxy phenyl)-W--(4»(4-methoxy-3-(A r -methyl 
carbamoyl)phenoxy)phenyl) urea. 

76. A method for the treatment of a cancerous cell growth as in claim 74 mediated by RAF 
kinase comprising administering a pharmaceutical^ acceptable salt of 
A42~methoxy-5<trifluorom 

pyridyloxy)phenyl) urea. 

77. A method for the treatment of a cancerous cell growth as in claim 74 mediated by RAF 
kinase comprising administering a pharmaceutical^ acceptable salt of 
AK4-&hl0ix>O-(trfflu urea - 

78. A method for the treatment of a cancerous cell growth as in claim 74 mediated by RAF 
kinase comprising administering a pharmaceutical^ acceptable salt of 
AK4-chloro-3-(trifluoro 

urea, 

79. A method for the treatment of a cancerous cell growth as in claim 74 mediated by RAF 
kinase comprising administering a pharmaceutical^ acceptable salt of 
//-(2-methoxy-4-chIoro 

pyridyloxy)phenyl) urea, 

80. A method as in claim 74 for the treatment of solid cancers. 
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81. A method as in claim 74 for the treatment of carcinomas, myleoid disorders or adenomas, 

82. A method as in claim 75 for the treatment of carcinomas, myleoid disorders or adenomas. 

S3. A method, as in claim 76 for the treatment of carcinomas, myleoid disorders or adenomas. 

84, A method as in. claim 77 for the treatment of carcinomas, myleoid disorders or adenomas, 

85. A method as in claim 78 for the treatment of carcinomas, myleoid disorders or adenomas, 
8.6. A method as in claim 79 for the treatment of carcinomas, myleoid disorders or adenomas. 

87. A method as in claim 74 for the treatment of carcinoma of the lung, pancreas, thyroid, 
bladder or colon, 

88. A method as in claim 75 for the treatment of carcinoma of the king, pancreas, thyroid, 
bladder or colon, 

89. A. method as in claim 76 for the treatment of carcinoma of the lung, pancreas, thyroid, 
bladder or colon. 

90. A method as in claim 77 for the treatment of carcinoma of the lung, pancreas, thyroid, 
bladder or colon. 

91. A method as in claim 78 for the treatment of carcinoma of the lung, pancreas, thyroid, 
bladder or colon. 

92. A method as in claim 79 for the treatment of carcinoma of the lung, pancreas, thyroid, 
bladder or colon. 
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93. A method as in claim 74 for the treatment of myeloid leukemia or villous colon 
adenomas. 

94. A method as in claim 75 for the treatment of myeloid leukemia or villous colon 
adenomas. 

95. A method as in claim 76 for the treatment of myeloid leukemia or villous colon 
adenomas. 

96. A method as in claim 77 for the treatment of myeloid leukemia or villous colon 
adenomas. 

97. A method as in claim 78 for the treatment of myeloid leukemia or villous colon 
adenomas. 

98. A method as in claim 79 for the treatment of myeloid leukemia or villous colon 
adenomas . 

99. A method as in claim 74 wherein the pharmaceutical ly acceptable salt administered is 
selected from the group of salts consisting of 

a) basic salts of organic acids and inorganic acids selected -from the group consisting of 
hydrochloric acid, hydrobromic acid, sulphuric acid, phosphoric acid ; methanesulphonic acid, 
trrfluorosulphonic acid, benzenesulfonic acid, p-toluene sulphonic acid (tosylate salt), 1* 
napthalene sulfonic acid, 2-napthalene sulfonic acid, acetic acid, trifluoroacetic acid, malic 
acid, tartaric acid, citric acid, iactic acid ? oxalic acid, succinic acid, fumaric acid, malcic acid, 
benzoic acid, salicylic acid, phenylacctic acid, and mandelic acid; and 

b) acid salts of organic and inorganic bases containing cations selected from the group 
consisting of alkaline cations, alkaline earth cations, the ammonium cation, aliphatic 
substituted ammonium cations and aromatic substituted ammonium cations. 
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100. A method as in claim 75 where the pharmaceutical acceptable salt administered is the 
tosylate salt of 

/V»(5-tert-biityl-2-methoxy phenyi)-N=*-(4-(4-methoxy-3-(//-mcthyI 
carbamoyl)phenoxy)phenyl) urea, 

101 - A method as in claim 76 where the pharmaceutical acceptable salt administered is the 
tosylate salt of 
AK2-rnethoxy-5<trifluorom 
pyrklyloxy)phenyl) urea, 

102. A method as in claim 77 where the pharmaceutical acceptable salt administered is the 
tosylate salt of 

^-(^chloro-S-Oxifluorom urea. 

103. A method as in claim 78 where the pharmaceutical acceptable salt administered is the 
tosylate salt of 

AK4-chloro-3-(triflTO^ 
urea. 

104. A method as in claim 79 where the pharmaceutical acceptable salt administered is the 
tosylate salt of 

AH2Hmethoxy-4-chioro-5-(trifl^ 
pyridyloxy)phenyl) urea. 

1 05. A pharmaceutical acceptable salt as in claim 69 which is the tosylate salt of 
A/-(5~A?r/~butyl-2-methoxy phenyl)- J V*-(4-(4-mcthoxy-3-(A r - 

m e thy Icarb am oy 1) ph enox y)ph eny 1 ) urea . 

106. A pharmaceutical acceptable salt as in claim 70 which is the tosylate salt of 
Ar-(2-methoxy-5<trifluoro 

pyrtdyloxy) phenyl) urea. 
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107. A pharmaceutical acceptable salt as in claim 71 which is the tosyiate salt of 
Aq4-chloroO-(trifluoro^ urea - 

108. A pharmaceutical acceptable salt as in claim 72 which is the tosyiate salt of 
/V~(4-chloro-3Ktnfluorom 

urea. 

109. A pharmaceutical acceptable salt as in claim 73 which is the tosyiate salt of 
,V-(2-methoxy-4-chloro-^^ 

p y r i dy lo x y ) phenyl ) urea . — 
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(viii) Claims Appendix 
1, (Previously Presented) A compound of formula (I), 




wherein, 

Y is OR* orNHR 2 , 

Hal is chlorine or bromine, 

R J is H or Ci-C 6 alky!, 

R 2 is H, OH, CH 3 or CH 2 OH, 

Z 1 and 7} are each H or OH, wherein only one of Z 1 or Z 2 can be OH, 

X 1 to X 7 are each, independently, H, OH orO(CO)CVC 4 alky], and 

n is 0 or 1, 

with the proviso that at least one of conditions a-c is met, 

a) 7) or Z 2 is OH, 

b) Y isNHR 2 and R 2 is OH, 

c) n is 1 , 



or a salt thereof, or an isolated stereoisomer thereof. 



2, (Original) A compound of claim 1 wherein n of formula I is 1. 



- 10- 



3, 



(Original) A compound of claim 2 wherein Y is NHR 2 and R 2 is H or 



CH 3s 

4* (Original) A compound of claim 2 wherein 

a) X 1 to X 7 are each H, or 

b) l) and Z 2 are each H. 

5, (Original) A compound of claim 2 wherein 

a) X 1 to X 7 are each H, or 

b) Z 1 is H and Z 2 is OH or Z 1 is OH and Z 2 is H, or 

c) X } to X 7 and l) are each H and Z 2 is OH or 

d) X 1 to X 7 and Z 2 are each Hand Z 1 is OH, 

6- (Original) A compound of claim 2, wherein at least one of X 1 to X 7 is 
OH or 0(CO)C,-C 4 alkyl. 

7. (Original) A compound of claim 2, wherein Y is NHR 2 and R 2 is CH 2 OH 

or OH. 

8. (Original) A compound of claim 2 wherein Y is OH, 

9. (Original) A compound of claim 1, wherein 7) is H and Z 2 is OH or Z 1 is 

OH and Z 2 is H. 



10. (Original) A compound of claim 9, wherein n is 0. 

11. (Original) A compound of claim 10, wherein R 2 is H or CH3, 

12. (Original) A compound of claim 10, wherein X 1 to X 7 are each H. 

13. (Original) A compound of claim 10, wherein at least one of X 1 to X 7 is 

OH or 0(00)00, alkyl. 

14. (Original) A compound of claim 10, wherein R 2 is CH 2 OH or OH. 

15. (Original) A compound of claim 10, wherein Y is OH. 

16* (Original) A compound of claim 1, wherein in formula (I), Y is NHR 2 
and R 2 is OH. 

17, (Original) A compound of claim 16, wherein n is 0. 

18, (Previously Presented) A compound of claim 17, wherein X 1 to X 7 are 

each H. 

19, (Original) A compound of claim 17, wherein Z 1 is H and Z 2 is OH or Z 1 

is OH and Z 2 is H, 
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20. (Original) A compound of claim 17, wherein at least one of X 1 to X 7 
OH or 0(CO)C,-Oi alky!. 

21. (Original) A compound of ciaim 1, wherein in formula (I), Y is OH. 

22. (Original) A compound of claim 21, wherein n is 0. 

23. (Original) A compound of claim 22, wherein X 1 to X 7 are each H. 

24. (Original) A compound of claim 22, wherein Z 2 is H and 7) is OH. 

25. (Original) A compound of ciaim 22, wherein Z 1 is H and Z 2 is OH. 

26. (Original) A compound of claim 22, wherein at least one of X 1 to X 7 
OH or 0(CO)C]-C 4 alky I. 

27. (Original) A compound selected from the group consisting of : 
4-{4-[({[4-chloroO-(trifluoromcthyl)phenyl]amino}carbonyl)amino]phenoxy}-N- 
methyl-2-pyridine carboxamide 1 -oxide, 

4-{4-[({[4-chloro»3-(trifiuoromethyl)phenyl]amino}carbonyl)amino]phenoxy}»N- 
hydroxymethyl~2-pyridme carboxamide 1 -oxide, 

4.{4,[({[4-bromo-3Ktrifluoromethyl)phenyl]amino}carbonyl)amino]phenoxy}-N- 
methy]~2~pyridine carboxamide 1 -oxide, 



4-{4-[({[44>romo»3-(trifluorom 
hydroxymethyl~2-pyridine carboxamide 1 -oxide, 
4-{4~[({{4-chioro-3~(trifluorom 
pyridine carboxamide 1 -oxide, 
4_{4_{({|;4„bromo-3-(tri^^ 

pyridine carboxamide 1 -oxide, salts thereof and stereoisomers thereof 

28. (Previously Presented) A compound of formula (II), or a salt or 
stereoisomer thereof, 




It 



wherein, 

Y is OR 1 orNHR 2 , 

Hal is chtorine or bromine, 

R 1 is H or Ci-Cfi aikyl, 

R 2 is H, OH, CH 3 or CH 2 OH, 

Z { and Z 2 are each H or OH, wherein only one of Z 1 or Z 2 is OH, 

X 4 to X 7 are each, independently, H , OH or 0(CO)Ci-Q aikyl, and 

n is 0 or 1 , 

with the proviso that at least one of conditions a-c is met, 

a) Z 1 or Z 2 is OH, 
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b) Y is NHR 2 and R 2 is OH, 

c) n is 1 . 

29. (Original) A compound of claim 28, wherein in formula (H), n is 1 . 

30. (Original) A compound of claim 29, wherein in formula (II), Z 1 and Z 2 
are each H. 

31. (Original) A compound of claim 30 ? wherein in formula (II), at least one 
ofX 4 to X 7 is OH, 



32. (Original) A compound of claim 30, wherein in formula (II), Y is NHR 2 
and R 2 is H or CH y 



33. (Original) A compound of claim 28, wherein in formula (II), n is 0 and 
Z l is H and Z 2 is OH or Z l is OH and Z 2 is H. 

34. (Original) A compound of claim 28, wherein in formula (II), n is 0, 7) 
and Z z are each H, and at least one of X 4 to X 7 is OH. 

35. (Original) A compound of claim 33, wherein in formula (II), at least one 
ofX 4 to X 7 is OH. 



36. (Original) A compound of claim 33, wherein in formula (II), Y is NHR 2 
and R 2 is H or CH 3 . 



37, (Original) A compound of claim 33, wherein in formula (II) Y is NHR 2 
and R 2 is OH. 

38 (Original) A compound of claim 37, wherein in formula (II), at least one 
ofX 4 to X 7 is OH. 

39, (Previously Presented) A compound of formula (10), or a salt or isolated 
stereoisomer thereof, 




III 



wherein, 




Y 


is OR' orNHR 2 , 


Hal 


is chlorine or bromine, 


R 1 


is H or C|-C6 aikyl, 


R 2 


is H, OH, CH 3 or CH 2 OH, 


Z ! and Z 2 


are each H or OH, wherein only one of Z 1 or Z 2 can be OH, and 


n 


is 0 or 1, 


with the proviso that at least one of conditions a-c is met, 


a) 


Z 1 or Z 2 is OH, 


b) 


Y is NHR 2 and R 2 is OH, 


c). 


n is 1 . 
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40. (Original) A compound of claim 39, wherein in formula (HI), n is t and 
Z ! and Z 2 are each H. 

41. (Original) A compound of claim 40, wherein in formula (III), Y is NHR 2 
and R 2 is H orCH 3 , 

42. (Original) A compound of claim 39, wherein in formula (III), n is 0 and 
Z ! is H and Z 2 is OH or Z l is OH and Z 2 is H, 

43. (Original) A compound of claim 42 ? wherein in formula (III), Y is NHR 2 
and R 2 is H or CH 3 . 

44. (Original) A compound of claim 39, wherein in formula (III), Y is OH. 

45. (Cancelled) 

46. (Previously Presented) A method of preparing compounds of claim !, 
comprising oxidizing: 

4„{4_[({[4- c hioro»3-(trifluoromethyl) phenyl]amino}carbonyl)amino]phenoxy}- 
N~methyi~2-pyridine carboxamide, 

4»{4-(({{4-bromo-3-(trifluoromethyl) phenyl]amino}carbonyl)amino]phenoxy}- 

N-methyl-2-pyridine carboxamide, 

4-{4"[({[4-chloro-3-trifluoromethyl) 
phenyl3amino}carbonyl)aTnino]phenoxy}-2-pyridine carboxamide, or 
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4-{4-[({[4-bromo-3-(trifluoromethyl) 
phenyt]amino}carbonyl)amino] phenoxy}-2-pyridine carboxarnide to : 

a) replace one or more of the phenyl hydrogens at the positions represented 
by X 1 to X 7 with a hydroxy! group, 

b) hydroxyiate the N-methyl amide into a hydroxymethyi amide or 
hydroxamic acid, 

c) demethylate the N-methyJ amide into an unsubstituted amide, 

d) replace one or more of the urea nitrogens (-NH) with a hydroxy! group to 
form an N-hydroxyurea (=NOH), 

e) hydrolyze the N-methyl amide into a carboxyiic acid, 

f) oxidize the pyridyl ring nitrogen to form the corresponding pyridine- !- 
oxide, or 

g) provide a combination of two or more of a) - f); 
with the proviso that at least one of b), d) and f> is performed, 

47- (Original) A method as in claim 46 wherein oxidation of 

4„{4.[({[4-chlorO'3-(trif1uoromethy!) pheny!]amino}carbonyl)amino]phenoxy}- 
N-methyl-2-pyridine carboxarnide, 

4-{4-[({t4-bromo-3-(trifluoromethy]) phenyt]amino}carbonyl)amino]phenoxy}- 
N-methyl-2-pyridine carboxarnide, 

4~{4-[({[4-chioro-3-trifluoromethyi) 
phenyl]amino}carbonyl)amino]phenoxy}-2-pyridine carboxarnide, or 

4-{4-[({[4-bromo-3-(trifluoromethy!) 
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phenyl]ammo}carbony!)amino] phenoxy}-2-pyridine carboxamide replaces one 
or more hydogens at the positions represented by X 1 to X 7 with a hydroxyl group and at 
least one of the hydroxy! groups in the X 1 to X 7 positions is esterified. 

48. (Original) A method as in claim 46 which prepares 
4-{4-[({[4-chloro-3-(trifluoromethy!) phenyI]amino}carbonyl)amino]phenoxy}- 
N-methyl-2-pyridine carboxamide I -oxide, 4-{4-[({[4~brorno~3- 
(trifluoromethyl)phenyl]amino} carbonyl)amino]phenoxy}-N"methyl-2-pyridine 
carboxamide 1 -oxide, 

4»{4-[({[4-chloro-3-(trifluoromethyl)pheny]] amino}carbonyl)amino]phenoxy}2"" 

pyridine carboxamide 1 -oxide, 

4-{4-[({[4-bromo-.3-(trifiuoromcthy!)phenyI] amino }carbonyl)amino]phenoxy}2- 
pyridtne carboxamide 1 -oxide, or a pharmaceutical I y acceptable salt of one of these 
oxides, or an isolated stereoisomer of one of these oxides, 

49. (Original) A pharmaceutical composition comprising an effective amount 
of at least one compound of claim 1 and a physiologically acceptable carrier. 

50, (Original) A pharmaceutical composition comprising an effective amount 

of 

4-{4-[({[4-ohloro-3-(trifluoromethyl) pheny!]amino}carbonyi)amino]phenoxy}- 
N-methyl-2-pyridme carboxamide t-oxide ? 4-{4»[({[4-bromo-3- 

(trifluoromethyl)phenyl]amino} carbony))amino]phenoxy}-N-methyl-2-pyridine 

carboxamide 1 -oxide, 

4-{4-[({[4-chIoro-3-(trifluoromethy])phenyI] amino}carbonyl)amino]phenoxy}2- 



pyridine carboxamide 1 -oxide, 

4-{4-[({[4-bromo»3-(trifluoromethyl)phenyl] amino}carbonyl)amino]phenoxy} 2- 

pyridine carboxamide 1 -oxide or 

a pharmaceutical acceptable salt of one of these oxides, an isolated stereoisomer of one 
of these oxides or a mixture thereof and a physiologically acceptable carrier 

51. (Original) A method of treating or preventing osteoporosis, 
inflammation, and angiogenesis disorders, with the exclusion of cancer, in a mammal by 
administering an effective amount of a compound of claim 1 to said mammal, 

52. (Original) A method as in claim 5! wherein the compound of claim 1 
administered is within a pharmaceutical composition comprising an effective amount of a 
compound of claim 1 and a physiologically acceptable carrier. 

53. (Original) A method of treating or preventing a hyper-proliferative 
disorder in a mammal comprising administering an effective amount of a compound of 
claim 1 to said mammal. 

54. (Original) A method of treating or preventing a hyper-pro liferative 
disorder in a mammal comprising administering an effective amount of a compound of 
claim 27 to said mammal. 
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55. (Withdrawn) A method of treating or preventing a hyper- proliferative 
disorder in a mammal comprising administering to said mammal a) an effective amount 
of a compound of claim I and b) an additional antiproliferative agent. 

56. (Withdrawn) A method as in claim 55 wherein the compound of claim t 
administered is within a pharmaceutical composition comprising an effective amount of a 
compound of claim 1 and a physiologically acceptable carrier. 

57. (Withdrawn) A method as in claim 56 wherein the pharmaceutical 
composition comprises an effective amount of a compound of claim 1, a physiologically 
acceptable carrier and the additional anti -proliferative agent, 

58. (Withdrawn) A method as in claim 56 wherein the additional anti- 
proliferative agent administered is within a pharmaceutical composition separate from the 
pharmaceutical composition comprising an effective amount of a compound of claim I 
and a physiologically acceptable carrier. 

59. (Withdrawn) A method as in claim 56 wherein the additional anti- 
proliferative agent is selected from the group consisting of asparaginase, bleomycin, 
carboplatin, carrnustine, chlorambucil, cisplatin, colaspase, cyclophosphamide, 
cytarabine, dacarbazine, dactinomycin, daunorubicin, doxorubicin (adnamycine), 
epirubicin, etoposide, 5-fluorouracU, hexamethylmelamine, hydroxyurea, ifosfamide, 
irinotecan, leucovorin, lomustine, mechlorethamme s 6-mercaptopurine, mesna, 
methotrexate, mitomycin C, mitoxantrone, prednisolone, prednisone, procarbazine, 
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raloxifen, streptozocin, tamoxifen, thioguanine, topotecan, vinblastine, vincristine, 
vindesine, 

aminoglutethimide, [.-asparaginase, azathioprine, 5-azacytidine cladribine, 
busuifan, diethylstilbestrol, 2\2 r ~difluorodeoxycytidine, docetaxel, 

erythrohydroxynonyladenine, ethinyl estradiol, 5-fluorodeoxyuridine, 5- 
fjuorodeoxyuridine monophosphate, fludarabine phosphate, fluoxymesterone, flutarnide, 
hydroxyprogesterone caproate, idarubicin, interferon, medroxyprogesterone acetate, 
megestrot acetate, melphalan, mitotane, paclitaxet, oxalipla'tin, gemcitabone, gefinitib, 
taxotere, BCNU> CCNU, DTIC 5 ara A, ara C, herceptin, actinomycin D, pentostatin, N- 
phosphonoacetyJ-L-aspartate (PALA), plicamycin, semusttne, teniposide, testosterone 
propionate, thiotepa, trimethylmelarnine, uridine, and vinorelbme, 

60. (Withdrawn) A method of treating or preventing osteoporosis, 
inflammation, and angiogenesis disorders, with the exclusion of raf-mediated cancer, in a 
mammal by administering an effective amount of a compound of claim 27 to said 
mammal. 

61. (Withdrawn) A method of treating or preventing cancer by 
administering to a mammal 

a) an effective amount of a compound of claim 1 , and 

b) a cytotoxic agent or cytostatic chemotherapeutic agent. 
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62. (Withdrawn) A method of claim 61 wherein the compound of claim 1 
administered is within a pharmaceutical composition comprising an effective amount of a 
compound of claim 1 and a physiologically acceptable carrier. 

63. (Withdrawn) A method of claim 62 wherein the pharmaceutical 
composition comprises an effective amount of a compound of claim l, a physiologically 
acceptable carrier and the cytotoxic agent or cytostatic chemotherapeutic agent. 

64. (Withdrawn) A method of claim 62 wherein the cytotoxic agent or 
cytostatic chemotherapeutic agent administered is within a pharmaceutical composition 
separate from the pharmaceutical composition comprising an effective amount of a 
compound of claim I and a physiologically acceptable carrier. 

65. (Withdrawn) A method as in claim 6\ wherein the cytotoxic or cytostatic 
chemotherapeutic agent is selected from the group consisting of DNA topoisomerase I 
and II inhibitors, DNA intercalators, alkylating agents, microtubule disruptors, hormone 
and growth factor receptor agonists or antagonists, other kinase inhibitors and anti- 
metabolites. 

66. (Withdrawn) A kit comprising a separate dose of the cytotoxic or 
cytostatic agent and, a separate dose of a compound of claim I . 
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67, (Withdrawn) A method of treating or preventing a hyper-proliferative 
disorder in a mammal comprising administering to said mamma! a) an effective amount 
of a compound of claim 27 and b) an additional anti-proliferative agent, 

68, (Withdrawn) A method wherein the compound of claim 27 administered 
is within a pharmaceutical composition comprising an effective amount of a compound of 
claim 27 and a physiologically acceptable carrier. 

69, (Withdrawn) A method wherein the pharmaceutical composition 
comprises an effective amount of a compound of claim 27, a physiologically acceptable 
carrier and the additional antiproliferative agent. 

70, (Withdrawn) A method wherein the additional anti-proliferative agent 
administered is within a pharmaceutical composition separate from the pharmaceutical 
composition comprising an effective amount of a compound of claim 27 and a 
physiologically acceptable carrier. 

71, (Withdrawn) A method as in claim 68 wherein the additional anti- 
proliferative agent is selected from the group consisting of asparaginase, bleomycin, 
carboplatin, carmustine, chlorambucil, cisplatin, colaspase, cyclophosphamide, 
cytarabine, dacarbazine, dactinomycin, daunorubicin, doxorubicin (adriarnycine), 
epirubicm, etoposide, 5-fluorouracii, hexamethylmelamine, hydroxyurea, ifosfamide, 
irinotecan, leucovorin, iornustine, mechlorethamine, 6-mercaptopurine, mesna, 
methotrexate, mitomycin C> mitoxantrone, prednisolone, prednisone, procarbazine, 
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raloxifen, streptOEOcin, tamoxifen, thioguanine, topotecan, vinblastine, vincristine, 
vindesine, 

arninoglutetbimide, L-asparaginase, azathtoprine, 5-azacytidine cladribine, 
busulfan, diethylstiibestro!, 2' s 2 , -dif!uorodeoxycytidine ) docetaxel, 

erythrohydroxynonyladensne, ethinyl estradiol, 5-fluorodeoxyuridine, 5- 
fluorodeoxyuridine monophosphate, fludarabine phosphate, fluoxymesterone, flutamide, 
hydroxyprogesterone caproate, idarubioin, interferon, medroxyprogesterone acetate, 
megestrol acetate, melphalan, mitotane, paclitaxel, oxaiiplatin, gemcitabone, gefmitib, 
taxotere, BCNU, CCNU, DTIC, ara A, ara C, herceptin, actinomycin D, pentostatin, N- 
phosphonoacetyl-L-aspartate (PALA), plicamycin, semustine, teniposide, testosterone 
propionate, thiotepa, tri methyl melamine, uridine, and vinorelbine. 

72, (Original) A method of preparing N-[4-chloro-3» 
(trifluoromethyl)pheny]]-N^ 

urea 

F H H 

comprising chemically oxidizing N«[4-ch!oro-3-(tnfluoromethyl)phenyl3»N'-»{4» 
[2-(N-methy]carbamoyl)(4-pyndyloxy)]phenyl} urea in solution. 

73, (Original) method of preparing N-[4H3hIoro-3-(trifIuoromethyl)phenyl]- 
N , "{4-[2-carbamoyi"l»oxo-(4-pyridyloxy)]phenyl} urea 
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comprising chemically oxidizing N-[4»chIoro-3--{trifluoromethy!)phenyl]"N , ™{4-[2- 
carbamoyl-(4-pyridyloxy)]phenyI} urea in solution. 

74* (Previously Presented) A derivative of one of the following 
compounds: 

4-{4-[({[4-chSoro-3-(trifluoromethyl) phenyl]amino}carbonyl)amino]phenoxy}- 
N-rnethyl-2-pyridine carboxamide, or 

4.{4^[({[4-bromo-3-(trifluoromethyl) phenyl]amino}carbonyi)amino]phenoxy}- 
N-methy]-2-pyridine carboxamide, or 

4-{4_[({[4.ch1oro-3-trifluoromethyI) 
phenyl]amino}carbonyI)amino]phenoxy}-2*pyridine carboxamide, or 

4^4.[({[4»bromo-3-(trifluoromethyl) 
phenyl]amino}carbonyI)amino] phenoxy}-2-pyridine carboxamide 
obtained by oxidizing the compound. 

75. (Previously Presented) A derivative of one of the following 
compounds: 

4.{4„[({[4-chioro-3-(trifluoromethyl) phenyl]amino}carbonyi)amino]phenoxy}- 
N-methyl~2-pyridine carboxamide, 



4.{4-[({[4-bromo-3-(trifluorornethy]) phenyl]amino}carbony!)amino]phenoxy}~ 
N-methyl~2-pyridine carboxamide, 

4-{4-[({[4»chIoro-3-trif1uoromethyl) 
phenyl)amino}carbonyl)amino]phenoxy}-2-pyridine carboxamide, or 

4"{4-[({[4-bromo-3-(trif]uoromethyI) 
phenyi]amino}carbony])arnirto] phenoxy}-2~pyrtdine carboxamide; wherein said 
derivative is obtained by 

a) replacing one or more of the phenyl hydrogens at the positions 
represented by X 1 to X 7 with a hydroxy! group, 

b) hydroxylating the N-methyl amide where present, into a hydroxymethyi 
amide or hydroxamic acid, 

c) replacing one or more of the urea nitrogens (=NH) with a hydroxy! group 
to form an N-hydroxyurea (=NOH), 

d) hydrolyzing the N-methyl amide where present, into a carboxylic acid, 

e) oxidizing the pyridyl ring nitrogen to form the corresponding pyridine- 1- 
oxide, or 

0 providing a combination of two or more of a) - e); 
with the proviso that at least one of b), d) and f) is performed. 

76. (Previously Presented) A derivative of one of the following 
compounds: 

4-{4~[({[4-chloro-3-(trifluoromethyl) pheny]]amino}carbonyl)amino]phenoxy}- 
N-metnyl"2-pyridine carboxamide, 
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4^{4-[({[4"bromO'3-(trifluoromethyi) phenyl]amino}carbonyl)amino]phenoxy }» 
N-methyI-2-pyridine carboxamide, 

4- {4-[( { [4-ch!oro-3-trifluoromethy 1) 
phenyl]amino}carbonyl)amino]phenoxy}-2-pyridine carboxamide, or 

4-{4-[({[4-bromo-3»(trifluoromethyl) 
phenyl]amino}carbony!)amino] phenoxy}-2~pyridine carboxamide . 

obtained by 

a) replacing one or more of the phenyl hydrogens with a hydroxy! group on 
one of the compounds above and 

b) esterifying at least one of these hydroxyl groups. 



-28- 



Appl. No.: 10/308,187 2 



This listing of claims will replace all prior versions, and listings, of claims in the application: 

Listing of Claims : 

\ . (Currently Amended) A composition comprising a N-(4-chloro-3- 

(trifluoromethyl)pheny^ ora 
pharmaceutical^ acceptable salt thereof and a cytotoxic or cytostatic agent selected from the 
group consisting of: irinotecan, vinorelbine, gemcitabine, gefitinib, [[?]] paclttaxel, and 
doxorubicin, 

2. (Original) The composition according to claim 1, in combination with one or 
more pharmaceutical^ acceptable carrier molecules. 

3. (Previously Presented) The composition of claim I, wherein said 
pharmaceutically acceptable salt of N-(4-chloro-3-(trifluoromethyl)phenyi-N , »(4-(2-(N- 
methylcarbamoyl)-4-pyridoxy)phenyI)urea is a tosylate salt. 

4. (Previously Presented) A composition according to claim l s in the form of an 
oral, intramuscular, intravenous, subcutaneous, or parenteral dosage which can range from 
about 0.1 to about 300 mg/kg of total body weight of N-(4«chloro-3-(trifIuoromethyl)phenyl- 
^•-(4-(2-CN-methylcarbamoyl>4-pyridoxy)phenyl)urea and from about 0T to about 300 
mg/kg of total body weight of a cytotoxic or a cytostatic agent. 

5. (Currently Amended) A method for treating a cancer comprising 
administering a therapeutically effective amount of a composition comprising N-(4-ch!oro-3- 
(trifluoromethyl)pheiryl^ 
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pharmaceutical^ acceptable salt thereof and a cytotoxic or cytostatic agent selected from the 
group consisting of: irinotecan, vinoreibtne, gerncitabine, gefitinib, [[?]] paclitaxel, and 
doxorubicin. 

6. {Previously Presented) The method of claim 5, wherein said pharmaceutical^ 
acceptable salt of N-.(4-chloro-3^(trifluoromethyl)phenyl-N , -(4-(2-(N-methyicarbamoyl>4- 
pyridoxy)phenyl)urea is a tosylate salt. 

7. (Original) The method of claim 5, wherein said cancer is mediated by raf 

kinase, 

8. (Original) The method of claim 5, wherein said cancer is colon, gastric, lung, 
pancreatic, ovarian, prostate, leukemia, melanoma, hepatocellular, renal, glioma, mammary, 
or head and neck cancer. 

9. (Previously Presented) The method of claim 5, wherein said composition is 
administered to a patient at an oral, intramuscular, intravenous, subcutaneous, or parenteral 
dosage which can range from about OA to about 300 mg/kg of total body weight of N-(4- 
cbioro^trtfluoromethy^ and 
from about 0.1 to about 300 mg/kg of total body weight of a cytotoxic or a cytostatic agent, 

10. (Previously Presented) A composition comprising a tosylate salt of N- 
(4~chloro-3<trifluoromethyf^ 

and a cytotoxic or cytostatic agent selected from the group consisting of: irinotecan, 
vinorelbine, gemcitabine, gefitinib, paclitaxel, and doxorubicin. 
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1 I . (Currently Amended) A method for treating a cancer comprising 
administering a therapeutically effective amount of a composition comprising a tosylate salt 
of N<^- chlore ^ (trif 1 uor<>rn e thyl)phcnyl N' < 4-( 3»(N meihytoH^^ 
N^4-chloro -3^trinuoromethvn nhenvl-N^(4-r2-m-met hvlcarbamovlV4- 
pvridoxv)phenvnurea and a cytotoxic or cytostatic agent selected from the group consisting 
of: irinotecan, vinorelbine, gemcitabine, gefrtinib, paclitaxel, and doxorubicin. 

1 2. (Previously Presented) A method for inhibiting the proliferation of cancer cells 
in a patient comprising contacting said cancer ceils with a pharmaceutical preparation 
comprising the composition of claim 1, 

13. (New) A method according to claim 5, wherein a therapeutically effective 
amount of a composition comprising N-(4-chioro-3»(trinuoromethyl)phenyl-N , -(4K2-(N-^ 
methylcarbamoyl>4-pyridoxy)phenyl)urea or a pharmaceutical acceptable salt thereof and 
a cytotoxic or cytostatic agent selected from the group consisting of: irinotecan, vinorelbine, 
gemcitabine, gefitimb, and paclitaxel are administered. 

14. (New) A method according to claim 5, wherein pancreatic tumor is treated by 
the administration of a therapeutically effective amount of a composition comprising N-(4- 
chloro-3-(trifluoromethyl)phenyi^N t ~(4-(2-(N-methylcarbamoy])-4-pyndoxy)phenyl)urea or a 

pharmaceutically acceptable salt thereof and gemcitabine. 

1 5. (New) A method according to claim 5, wherein non-smaSi cell lung tumor is 
treated by the administration of a therapeutically effective amount of a composition 
comprising N<4-chloro^3<trifluoromethyl)phenyl-NM4~(2-(N-methylcarbamoyl)»4- 
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pyridoxy)phenyl)urea or a pharmaceutical acceptable salt thereof and vinorelbine, or 
gefltinib. 

1 6. (New) A method according to claim 5, wherein mammary tumor is treated by 
the administration of a therapeutically effective amount of a composition comprising N-<4- 

chioro-3<trifluoromethy0p^ or a 

pharmaceutically acceptable salt thereof and doxorubicin. 

1 7. (New) A method according to claim 5, wherein colon tumor is treated by the 
administration of a therapeutically effective amount of a composition comprising N-(4- 
chloro-3<trifluoromethyi)phenyl-N , ^4<2-(N-methylcarbamoylH-pyridoxy)phenyl)urea or a 

pharmaceutical^ acceptable salt thereof and irinotecan. 

1 8. (New) A composition according to claim 10, which comprises a tosylate salt 
of N-(4-chforo-3-(trifluorom 

pyridoxy)phenyl)urea and a cytotoxic or cytostatic agent selected from the group consisting 
of: irinotecan, vmorelbme, gerncitabine, gefitinib, and pactitaxel. 
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Claims 

I, A compound of Formula (I) or a salt, or a prodrug or a metabo!ite or an 
isolated stereoisomer thereof 




2. A pharmaceutical^ acceptable salt of a compound of Formula I of claim 1 
which is 

a) a basic salt of an organic acid or inorganic acid which is hydrochloric 
acid, hydrobromic acid, sulfuric acid, phosphoric acid, methanesulfonic acid, 
trifluoromethanesulfonic acid, benzenesulfonic acid, p~toluene sulfonic acid (tosylate 
salt), J-napthafene sulfonic acid, 2-napthalene sulfonic acid, acetic acid, 
trifluoroacetic acid, malic acid, tartaric acid, citric acid, lactic acid, oxalic acid, 
succinic acid, fumaric acid, maieic acid, benzoic acid, salicylic acid, phenylacetic 
acid, or mandeiic acid; or 

b) an acid salt of an organic or inorganic base containing an alkali metal 
cation, an alkaline earth metal cation, an ammonium cation, an aliphatic substituted 
ammonium cation or an aromatic substituted ammonium cation. 

3, A compound which is 4{4-[3»(4-chloro-3-trifluoromethylphenyI)-ureido]-3- 
fluorophenoxy}-pyridine-2-carboxylic acid methylamide, or a salt thereof. 

4. A pharmaceutical^ acceptable salt of a compound of claim 3 which is a basic 
salt of an organic acid such as hydrochloric acid, hydrobromic acid, sulfuric acid, > 
phosphoric acid, methanesulfonic acid, trifluoromethanesulfonic acid, 
benzenesulfonic acid ? p-toluene sulfonic acid (tosylate salt), l-napthalene sulfonic 
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acid, 2-napthalene sulfonic acid, acetic acid, trifluoroacetic acid, malic acid, tartaric 
acid, citric acid, lactic acid, oxalic acid, succinic acid, furnaric acid, maleic acid, 
benzoic acid, salicylic acid, phenylacetic acid, or mandelic acid. 

5. A compound which is which is a hydrochloride, benzenesulfonate, or 
methanesul fonate salt of N-(4-chioro-3-(trifluorornethyl)pheny1)-N*-2-fluoro-{4-(2- 
(N~methylcarbamoyl)-4-pyridyloxy)phenyi) urea. 

6. A pharmaceutical composition comprising a compound of claim 1 and a 
physiologically acceptable carrier. 

7. A pharmaceutical composition comprising a compound of claim 3 and a 
physiologically acceptable carrier. 

8. A pharmaceutical composition for the treatment of a disease in a human or 
other mammal regulated by a protein kinase, associated with an aberration in the 
protein kinase signal transduction pathway comprising a compound of claim 1 and a 
physiologically acceptable carrier, 

9. A pharmaceutical composition for the treatment of a hyper-proliferative 
disorder comprising a compound of claim 1 and a physiologically acceptable carrier. 

10. A pharmaceutical composition for the treatment of a cancerous cell growth 
comprising a compound of claim 1 and a physiologically acceptable carrier. 

U. A pharmaceutical composition which comprises a pharmaceutical^ acceptable 
salt of N-(4-chloro-3-(trifluoromethyl)phenyl)-N^2-fluoro-(4-(2-(N- 

methylcarbamoyl>4-pyridyloxy)phenyl) urea and a physiologically acceptable 
carrier. 
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12. A method for regulating tyrosine kinase signal transduction comprising 
administering to a human or other mammal a compound of claim 1. 

13. A method for treating or preventing a disease in a human or other mammal 
which is regulated by tyrosine kinase and associated with an aberration in the tyrosine 
kinase signal transduction pathway, said method comprising administering to a human 
or other mammal a compound of claim 1 . 

14. A method for treating or preventing a disease in a human and/or other 
mammal which is a VEGFR-2 mediated disorder, said method comprising 
administering to a human or other mammal a compound of claim 1 . 

15. A method for treating or preventing a disease in a human and/or other 
mammal which is a PDGFR mediated disorder, said method comprising administering 
to a human or other mammal a compound of claim 1, 

16. A method for treating or preventing a disease in a human or other mammal 
which is a raf-mediated disorder., said method comprising administering to a human or 
other mammal a compound of claim 1 . 

17. A method for treating or preventing a disease in a human or other mammal 
which is a p38-mediated disorder, said method comprising administering to a human 
or other mammal a compound of claim 1 , 

18. A method for treating or preventing a disease in a human or other mammal 
which is a VEGF-mediated disorder, said method comprising administering to a 
human or other mammal a compound of claim 1 . 

19. A method for treating or preventing a disease in a human or other mammal 
which is a hyper-proliferative, inflammatory and/or angiogenesis disorder which 
comprises administering to a human or other mammal a compound of claim L 
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20. A method for treating or preventing a disease in a human or other mammal 
which is a hyper-proliferative disorder which comprises administering to a human or 
other mammal a compound of claim 1, 

21 . A method as in claim 20, wherein the hyper-proliferative disorder is cancer. 

22. A method as in claim 21 , wherein said method comprises administering to a 
human or other mammal a compound of claim I in combination with one or several 
additional anti-cancer agents. 

23. A method for treating or preventing a disease in a human or other mammal 
characterized by abnormal angiogenesis or hyperpermiabiiity processes comprising 
administering to a human or other mammal a compound of claim 1 . 

24. A method as in claim 23, for treating or preventing a disease in a human or 
other mammal characterized by abnormal angiogenesis or hyperpermeabiHty 
processes, comprising administering to a human or other mammal, a compound of 
claim 1 simultaneously with another anti-angiogenesis agent, either in the same 
formulation or in separate formulations, 

25. A method for treating or preventing one or more of the following conditions in 
humans and/or other mammals: 

tumor growth, retinopathy, ischemic retinal-vein occlusion, retinopathy of 
prematurity, age related macular degeneration; rheumatoid arthritis, psoriasis, a 
bullous disorder associated with subepidermal blister formation, including bullous 
pemphigoid, erythema multiforme, or dermatitis herpetiformis, rheumatoid arthritis, 
osteoarthritis, septic arthritis, tumor metastasis, periodontal disease, cornal ulceration, 
proteinuria arid coronary thrombosis from atherosclerotic plaque, aneurismal aortic, 
birth control, dystrophobic epidermolysis bullosa, degenerative cartilage loss 
following traumatic joint injury, osteopenias mediated by MMP activity, tempera 
mandibular joint disease or demyelating disease of the nervous system, 

said method comprising administering to a human or other mammal, a 
compound of claim 1. 
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26. A method for treating or preventing one or more of the following conditions in 
humans and/or other mammals: tumor growth, retinopathy, ischemic retinal-vein 
occlusion, retinopathy of prematurity, age related macular degeneration; rheumatoid 
arthritis, psoriasis, a bullous disorder associated with subepidermal blister formation, 
including bullous pemphigoid, erythema multiforme, or dermatitis herpetiformis; 

in combination with another condition selected from the group consisting of: 

rheumatic fever, bone resorption, postmenopausal osteoporosis, sepsis, gram 
negative sepsis, septic shock, endotoxic shock, toxic shock syndrome, systemic 
inflammatory response syndrome, inflammatory bowel disease (Krohn's disease and 
ulcerative colitis), Jarisch-Herxheimer reaction, asthma, adult respiratory distress 
syndrome, acute pulmonary fibrotic disease, pulmonary sarcoidosis, allergic 
respiratory disease, silicosis, coal workers pneumoconiosis, alveolar injury, hepatic 
failure, liver disease during acute inflammation, severe alcoholic hepatitis, malaria 
(Plasmodium falciparum malaria and cerebral malaria), n on -insulin-dependent 
diabetes meliitus (NIDDM), congestive heart failure, damage following heart disease, 
atherosclerosis, Alzheimer's disease, acute encephalitis, brain injury, multiple 
sclerosis (demyelation and oligodendrocyte loss in multiple sclerosis), advanced 
cancer, lymphoid malignancy, pancreatitis, impaired wound healing in infection, 
inflammation and cancer, myelodysplastic syndromes, systemic lupus erythematosus, 
biliary cirrhosis, bowe! necrosis, radiation injury/ toxicity following administration of 
monoclonal antibodies, host- versus-gr aft reaction (ischemia reperfuston injury and 
allograft rejections of kidney, liver, heart, and skin), lung allograft rejection 
(obliterative bronchitis) and complications due to total hip replacement, 

said method comprising administering to a human or other mammal a 
compound of claim 1 , 

27. A method for treating or preventing one or more of the following conditions in 
humans and/or other mammals: tumor growth, retinopathy, diabetic retinopathy, 
ischemic retinal-vein occlusion, retinopathy of prematurity, age related macular 
degeneration; rheumatoid arthritis, psoriasis, bullous disorder associated with 
subepidermal blister formation, bullous pemphigoid, erythema multiforme, and 
dermatitis herpetiformis, 
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in combination with an infectious disease selected from the group consisting 

of: 

tuberculosis, Helicobacter pylori infection during peptic ulcer disease, Chaga's 
disease resulting from Trypanosoma cruzi infection, effects of Shiga-like toxin 
resulting from E. co!i infection, effects of enterotoxin A resulting from 
Staphylococcus infection, meningococcal infection, and infections from Borrelia 
burgdorferi, Treponema pallidum, cytomegalovirus, influenza virus, Theiler's 
encephalomyelitis virus, and the human immunodeficiency virus (HIV); 

said method comprising administering to a human or other mammal a 
compound of claim 1. 

28, A method as in claim 22 wherein the additional anti-cancer agent is selected 
from the group consisting of asparaginase, bleomycin, carboplatin, carmustine, 
chlorambucil, cisplatin, colaspase, cyclophosphamide, cytarabine, dacarbazine, 
dactinomycin, daunorubicin, doxorubicin (adriamycine), epirubicin, etoposide, 5- 
fluorouracil, hexamethylmelamine, hydroxyurea, ifosfamide, irinotecan, teucovorin, 
lomustine, mechlorethamine, 6-mercaptopurine, mesna, methotrexate, mitomycin C, 
mitoxantrone, prednisolone, prednisone, procarbazine, raloxifen, streptozocin, 
tamoxifen, thioguanine, topotecan, vinblastine, vincristine, vindesine, 
aminogiutethimide, L-asparaginase, azathioprine, 5-azacytidine cladribine, busulfan, 
diethylstilbestrol, 2\2 , -difIuorodeoxycytidine, docetaxei, erythrohydroxynonyl 
adenine, ethinyl estradiol, 5-fluorodeoxyuridine, 5-fluorodeoxyuridine 
monophosphate, fludarabine phosphate, fluoxymesterone, flutamide, 
hydroxyprogesterone caproate, idarubicin, interferon, medroxyprogesterone acetate, 
megestrol acetate, melphalan, mitotane, pacUtaxel, pentostatin, N-phosphonoacetyl-L~ 
aspartate (PALA), plicamycin, semustine, teniposide, testosterone propionate, 
thiotepa, trimethylmelamine, uridine, and vinorelbine, oxaliplatin, gemcitabine, 
capecitabine, epothilone and its natural or synthetic derivatives, tositumomab, 
trabedectin, and temozolomide, trastuzumab, cetuximab, bevacizumab, pertuzumab, 
ZD-1839 (Iressa), OSI-774 (Tarceva), CI-I033, GW-2G16, CP-724,714, HKI-272, 
EKB-569, STI-571 (Gleevec), PTK-787, SU-1 1248, ZD-6474, AG-13736, KRN-951, 
CP-547,632, CP-673,451, CHIR-258, MLN-518, AZD-2171, PD-325901, ARRY- 
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142886, suberoylanilide hydroxamic acid (SAHA), LAQ-824, LBH-589, MS-275, 
FR-901228, bortezomib, and CCI-779. 

29, A method as in claim 22 wherein the additional anti-cancer agent is a 
cytotoxic agent selected from the group consisting of DNA topoisomerase I and II 
inhibitors, DNA mlercalators, alkylating agents, anti-metabolites, cell-cycle blockers, 
microtubule disruptors, and Eg5 inhibitors. 

30. A method as in claim 22 wherein the additional anti-cancer agent is selected 
from the group consisting of inhibitors of growth factor receptor signaling, histone 
deacetylase inhibitors, inhibitors of the PKS pathway, inhibitors of the 
Raf/MEK/ERK pathway, inhibitors of the mTOR pathway, and proteasome inhibitors. 

3 L A method for treating or preventing one or more of the following conditions in 
humans and/or other mammals: 

rheumatic fever, bone resorption, postmenopausal osteoporosis, sepsis, gram 
negative sepsis, septic shock, endotoxic shock, toxic shock syndrome, systemic 
inflammatory response syndrome, inflammatory bowel disease (Kroroi's disease and 
ulcerative colitis), Jansch-Herxheimer reaction, asthma, adult respiratory distress 
syndrome, acute' pulmonary fibrotic disease, pulmonary sarcoidosis, allergic 
respiratory disease, silicosis, coal worker's pneumoconiosis, alveolar injury, hepatic 
failure, liver disease during acute inflammation, severe alcoholic hepatitis, malaria 
(Plasmodium falciparum malaria and cerebral malaria), non-insulin-dependent 
diabetes meUitus (NIDDM), congestive heart failure, damage following heart disease, 
atherosclerosis, Alzheimer's disease, acute encephalitis, brain injury, multiple 
sclerosis (demyelation and oligodendrocyte loss in multiple sclerosis), advanced 
cancer, lymphoid malignancy, pancreatitis, impaired wound heating in infection, 
inflammation and cancer, myelodysplastic syndromes, systemic lupus erythematosus, 
biliary cirrhosis, bowel necrosis, psoriasis, radiation injury/ toxicity following 
administration of monoclonal antibodies, host-versus-graft reaction (ischemia 
reperfusion injury and allograft rejections of kidney T liver, heart, and skin), lung 
allograft rejection (obliterative bronchitis) or complications due to total hip 
replacement, 
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said method comprising administering to a human or other mammal, a 
compound of claim L 

32. A method for treating or preventing one or more of the following conditions in 
humans and/or other mammals: 

tuberculosis, Helicobacter pylori infection during peptic ulcer disease, "Chaga's 
disease resulting from Trypanosoma cruzi infection, effects of Shiga-like toxin 
resulting from E. coli infection, effects of enterotoxin A resulting from 
Staphylococcus infection, meningococcal infection, and infections from Borretta 
burgdorferi, Treponema pallidum, cytomegalovirus, influenza virus, Theiler's 
encephalomyelitis virus, and the human immunodeficiency virus (HIV) , 

said method comprising administering to a human or other mamma!, a 
compound of claim i. 

33. A method for treating or preventing osteoporosis, inflammation, and angiogenesis 
disorders, with the exclusion of cancer, in a human and/or other mammal by 
administering an effective amount of a compound of claim 1 to said mammal. 

34. A method for treating or preventing cancer in a human or other mammal which 
comprises administering to a human or other mammal a single active principle 
combining inhibition of tumor cell proliferation mediated by the raf / MEK / ERK 
pathway, and inhibition of angiogenesis mediated by PDGF and VEGF. 

35. A method of claim 34 where said inhibition of tumor cell proliferation is caused 
by inhibition of raf kinase, and said inhibition of angiogenesis is caused by dual 
inhibition of PDGFR-beta and VEGFR-2 kinases. 

36. A method for treating or preventing cancer in a human or other mammal which 
comprises administering to a human or other mammal a single active principle 
combining inhibition of tumor cell proliferation mediated by the raf pathway, and 
inhibition of angiogenesis mediated by PDGF or VEGF, 
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37. A method of treating and/or preventing a disease and/or condition in a subject in 
need thereof, comprising administering an effective amount of a compound of claim 1 
or 2, 

38. A method of claim 37, wherein said method comprises causing tumor regression 
in a subject or cells therefrom. 

39. A method of claim 37, wherein said method comprises inhibiting 
lymphangiogenesis. 

40. A method of claim 37, wherein said method comprises inhibiting angiogenesis, 

41. A method of claim 37, wherein said method comprises inhibiting 
lymphangiogenesis and angiogenesis, 

42. A method of claim 37, wherein said method comprises stimulating the 
proliferation of hematopoietic progenitor cells, 

43. A method of claim 37, wherein said method comprises treating a disorder in a 
mammalian subject mediated by raf, VEGFR-2, VEGFR-3, PDGFR-beta, P 38 and/or 
flt-3. 

44. A method of claim 37, wherein said method comprises determining whether a 
condition can be modulated by said compound, comprising measuring the expression 
or activity of raf, VEGFR-2, VEGFR-3, PDGFR-beta, p38 and/or flt-3, in a sample 
comprising cells or a cell extract, wherein said ample is obtained from a subject or 
cell having said condition, whereby said condition can be modulated by said 
compound when said expression or activity is different in said condition as compared 
to a normal control, 

45. A method of claim 44, further comprising comparing the expression in said 
sample to said normal control. 
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46. A method of claim 37, wherein said method comprises assessing the efficacy of 
said compound disorder, comprising administering said compound, measuring the 
expression or activity of raf, VEGFR-2, VEGFR-3, PDGFR-beta, p38, and/or flt~3, 
and determining the effect of said compound on said expression or activity. 

47. A method of claim 37, wherein said method comprises determining the 
presence of raf, VEGFR-2, VEGFR-3, PDGFR-beta, p38 and/or flt-3 in a sample of a 
biological material, contacting said sample with said compound, and determining 
whether said compound binds to said material, 

48. A method of claim 37, wherein said method comprises treating a tumor in a 
subject in need thereof, comprising administering an effective amount of said 
compound wherein said amount is effective to inhibit tumor cell proliferation and 
neovascularization. 

49. A compound, which is a naturally occurring metabolite of the compound of 
claim 3. 

50. A compound of claim 49 where the metabolism site is either one of the two 
urea nitrogen atoms, or the pyridine nitrogen atom, or the methylamide functionality, 
or any combination of the above, 

51. A compound of claim 49 where either urea nitrogen atom carries a hydroxyl 
group, and/or the pyridine nitrogen atom is oxidized, and/or the amide functionality is 
de-methylated. 

52. A compound of claim 49 which is selected from: 

4{4-[3-(4-chloro-3-trifluoromethylphenyl)^reido]-3"fluorophenoxy}-pyridine-2- 
carboxylic acid amide, 

4{4»[3'(4-ch!oro-3-trifluoromethylpheny0-ureido>3-fluorophenoxy}-l-hydroxy- 
pyridine-2-carboxylic acid methylamide, or 

4{4.[3.(4-chloro-3-trifluoromethylphenyl>ureido]-3--fluorophenoxy}-l -hydroxy- 
pyridine-2-carboxylic acid amide. 
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53. A method as in claim 19, where the inflammatory disorder is selected from 
rheumatoid arthritis, COPD, Crohn's disease and proriasis. 

54. A method for treating or preventing a disease in a human or other mammal 
which is a fIt-3 mediated disorder, said method comprising administering to a human 
or other mammal a compound of claim L 
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